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PE5CR?:PT;tON 

Inc^Qli-none Combinatorial Libraries and R elated Prodnri-<^ 
and Methods for the Treatment of Diseasf> 

Introduction 

The present invention relates to novel compounds 
capable of modulating, regulating and/or inhibiting 
protein kinase signal transduction. The present invention 
5 is also directed to methods of regulating, modulating or 
inhibiting protein kinases, whether of the receptor or 
non-receptor class, for the prevention and/or treatment of 
disorders related to unregulated protein kinase signal 
transduction, including cell proliferative and metabolic 
10 disorders. 

Background q£ the Invention 

The following description of the background of the 
invention is provided to aid in understanding the inven- 

15 tion, but is not admitted to be or describe prior art to 
the invention. 

Protein kinases and protein phosphatases regulate a 
wide variety of cellular processes including metabolism, 
cell proliferation, cell differentiation, and cell 6ur- 

20 vival by participating in signal transduction pathways. 
Alterations in the cellular function of a protein kinase 
or protein phosphatase can give rise to various diseased 
states in an organism. For example, many types of cancer 
tumors are associated with increases in the activity of 

25 specific protein kinases. Cell and tissue degeneration 
can also be associated with decreases in the activity of 
particular protein kinases - 

Cellular signal transduction is a fundamental mecha- 
nism whereby extracellular stimuli are relayed to the 

30 interior of cells. One of the key biochemical mechanisms 
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of signal transduction involves the reversible phosphory- 
lation of proteins. Phosphorylation of amino acids 
regulates the activity of mature proteins by altering 
their structure and function. 
5 Phosphate most often resides on the hydroxyl moiety 

of serine, threonine, or tyrosine amino acids in proteins. 
Enzymes that mediate phosphorylation of cellular effectors 
fall into two classes. While protein phosphatases hydro- 
lyze phosphate moieties from phosphoryl protein sub- 

10 strates, protein kinases transfer a phosphate moiety from 
adenosine triphosphate to protein substrates. The 
converse functions of protein kinases and protein 
phosphatases balance and regulate the flow of signals in 
signal transduction processes. 

15. Protein kinases are divided into two groups - recep- 

tor and non-receptor type proteins. Receptor protein 
kinases comprise an extracellular region, a transmembrane 
region, and an intracellular region. Part of the intra- 
cellular region of receptor protein kinases harbors a 

20 catalytic domain. While non-receptor protein kinases do 
not harbor extracellular or transmembrane regions, they do 
comprise a region similar to the intracellular regions of 
their receptor counterparts. 

Protein kinases are divided further into three 

25 classes based upon the amino acids they act upon. Some 
incorporate phosphate on serine or threonine only, some 
incorporate phosphate on tyrosine only, and some incorpo- 
rate phosphate on serine, threonine, and tyrosine. 

In an effort to discover novel treatments for dis- 

30 eases, biomedical researchers and chemists have designed, 
synthesized, and tested molecules that inhibit the func- 
tion of protein kinases. Some small organic molecules 
form a class of compounds that modulate the function of 
protein kinases. 
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The compounds that can traverse cell membranes and 
are resistant to acid hydrolysis are potentially advanta- 
geous therapeutics as they can become highly bioavailable 
after being administered orally to patients. However, 
5 many of these protein kinase inhibitors only weakly 
inhibit the function of protein kinases. In addition, 
many inhibit a variety of protein kinases and will there- 
fore cause multiple side-effects as therapeutics for 
diseases . 

10 Some indolinone compounds, however, form classes of 

acid resistant and membrane permeable organic molecules 
that potently inhibit only specific protein kinases, 
Indolinone synthesis, methods of testing the biological 
activity of indolinones, and inhibition patterns of some 

15 indolinone derivatives are described in International 
Patent Publication No, WO96/40116, published December 19, 
1996 entitled "Benzylidene-Z-Indolinone Compounds for the 
Treatment of Disease" by Tang et al. (Lyon & Lyon Docket 
No. 223/298) and International Patent Publication No. WO 

20 96/22976, published August 1, 1996 by Ballinari et al., 
both of which are incorporated herein by reference in 
their entirety, including any drawings. 

Despite the significant progress that has been made 
in developing indolinone based pharmaceuticals, there 

25 remains a need in the art to identify the particular 
structures and substitution patterns that cause inhibition 
of particular protein kinases and other specified biologi- 
cal activities. 

30 Sunmarv ot The Invgntion 

The present invention relates to organic molecules 
capable of modulating, regulating and/or inhibiting 
protein kinase signal transduction. Such compounds are 
useful for the treatment of diseases related to unregu- 
35 lated protein kinase signal transduction, including cell 
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proliferative diseases such as cancer, atherosclerosis, 
arthritis and restenosis and metabolic diseases such as 
diabetes. The protein kinases effected include, but are 
not limited to Flk, FGFR, PDGFR, and raf. 
5 The present invention features indolinone compounds 

that potently inhibit protein kinases and related products 
and methods. Inhibitors specific to the FLK protein 
kinase can be obtained by adding chemical substituents to 
the 3- [ (Indole-a-yDmethylene} -2-indolinone, in particular 

10' at the 1* position of the indole ring. Indolinone com- 
pounds that specifically inhibit the FLK and platelet 
derived growth factor protein kinases can harbor a 
tetrahydroindole or cyclopentano-b-pyrrol moiety. 
Indolinone compounds that are modified with substituents, 

15 particularly at the 5 position of the oxindole ring, can 
effectively activate protein kinases. This invention also 
features novel hydrosoluble indolinone compounds that are 
tyrosine kinase inhibitors and related products and 
methods . 

20 The compounds of the invention represent a new 

generation of potential therapeutics for diseases caused 
by one or more non-functional protein kinases. Neuro- 
degenerative diseases fall into this class of diseases, 
including, but not limited to Parkinson's Disease and 

25 Alzheimers disease. The compounds can be modified such 
that they are specific to their target or targets and will 
subsequently cause few side effects and thus represent a 
new generation of potential cancer therapeutics. These 
properties are significant improvements over the currently 

30 utilized cancer therapeutics that cause multiple side 
effects and deleteriously weaken patients. 

It is believed the compounds of the invention will 
minimize and obliterate solid tumors by specifically 
inhibiting the activity of the FLK protein kinase, or will 
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at least modulate or inhibit tumor growth and/or metasta- 
ses. The FLK protein kinase regulates proliferation of 
blood vessels during angiogenesis . Increased rates of 
angiogenesis accompany cancer tumor growth in cells as 
5 cancer tumors must be nourished by oxygenated blood during 
growth. Therefore, inhibition of the FLK protein kinase 
and the corresponding decreases in angiogenesis will 
starve tumors of nutrients and most likely obliterate 
them. 

10 While a precise understanding of the mechanism by 

which compounds inhibit PTKs (e.g., the fibroblast growth 
factor receptor 1 [FGFRl]) is not required in order to 
practice the present invention, the compounds are believed 
to interact with the amino acids of the PTKs' catalytic 

15 region. PTKs typically possess a bi-lobate structure, and 
ATP appears to bind in the cleft between the two lobes in 
a region where the amino acids are conserved among PTKs; 
inhibitors of PTKs are believed to bind to the PTKs 
through non-covalent interactions such as hydrogen bond- 

20 ing. Van der Waals interactions, and ionic bonding^ in the 
same general region that ATP binds to the PTKs. More 
specifically, it is thought that the ojdndole component 
of the compounds of the present invention binds in the 
same general space occupied by the adenine ring of ATP. 

25 Specificity of an indolinone PTK inhibitor for a particu- 
lar PTK may be conferred by interactions between the 
constituents around the cxindole core with amino acid 
domains specific to individual PTKs. Thus, different 
indolinone substitutents may contribute to preferential 

30 binding to particular PTKs. The ability to select those 

^ ^.^^ ioT other nucleotide) 

compounds active at different AT^binding sites makes them 

useful in targeting any protein with such a site, not only 

protein tyrosine kinases, but also serine/threonine 

kinases and protein phosphatases. Thus, such compounds 
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have utility for in vitro assays on such proteins and for 
in vivo therapeutic effect through such proteins. 

In one aspect the invention features a combinatorial 
library of indolinone compounds. The library includes a 
5' series of at least ten (preferably at least 50-100, more 
preferably at least 100-500, and most preferably at least 
500-5,000) indolinones that can be formed by reacting an 
oxindole compound with an aldehyde. In preferred embodi- 
ments the indolinones in the library can be formed by 

10 reacting a type A oxindole with a type B aldehyde. Type 
A oxindoles and type B aldehydes are shown in Figures 1 
and 2 respectively (and Tables 11 and 12 respectively) , as 
explained in detail below. As can be seen, in the figures 
the oxindoles are labeled 01, 02, 03, and the alde- 

15 hydes are named Al, A2, A3, .... Thus, one can readily 
appreciate that the combinatorial library could include 
any and all combinations of oxindoles and aldehydes, 
including the indolinones resulting from 01 and Al, 01 and 
A2, 01 and A3, 02 and Al, 02 and A2, 02 and A3, 03 and Al, 

20 03 and A2, 03 and A3 and so on. Similarly, the 
indolinones in the library can be formed by any combina- 
tion of the oxindoles in Table 11 with any of the alde- 
hydes listed in Figure 2 or Table 12, Finally, the 
indolinones may also, of course, come from any combination 

25 of aldehydes listed in Table 12 with any oxindoles from 
Figure 1 or Table 11. 

The term '^combinatorial library" refers to a series 
of compounds. In the present case, the combinatorial 
library contains a series of indolinone compounds that can 

30 be formed by reacting an oxindole and an aldehyde. A wide 
variety of oxindoles and aldehydes may be used to create 
the library of indolinones. 

The term '"indolinone" is used as that term is com- 
monly understood in the art and includes a large subclass 
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of substituted or unsubstituted compounds that are capable 
of being synthesized from an aldehyde moiety and an 
oxindoi moiety, such as the compounds shown below. 

The term "type A oxindole" is meant to include any 
5 and all of the oxindoles set forth in Figure 1 and Table 
11. Oxindoles, as that term is used herein, typically 
have the structure set forth below: 




(I) 

10 wherein, 

(a) Aj, Aj/ A, and A^ are independently carbon or 
nitrogen; 

(b) Rj is hydrogen or alkyl; 

(c) Rj is oxygen or sulfur; 
15 (d) Rj is hydrogen; 

(e) R4, R5, Rfi, and R, (i) are each independently 
selected from the group consisting of hydrogen, alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, SOjNRR', SO3R, SR, NO2, NRR", OH, CN, 

20 C{0)R, OC(0)R, NHC(0)R, (CH2)„C02R, and CONRR' or (ii) any 
two adjacent R4, R5, Re/ and R7 taken together form a fused 
ring with the aryl portion of the oxindole-based portion 
of the indolinone. 

It is to be understood that when Aj, A2, A3/ and A4 is 

25 nitrogen or sulfur that the corresponding R^, R5, Rg, or R-, 
is nothing and that the corresponding bond shown in 
structure I does not exist. 
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Examples of oxindoles having such fused rings (as 
described in (e) (ii) above) are shown in Fig. 1, com- 
pounds 044, 045, 047, 048, 050, 051, 052, 053, 055, 056, 
058, 059, 061, 062, 064, 066, 067, 069, 070, and 073, 
5 Other examples of suitable fused rings include the follow- 
ing: 





The six membered rings shown above also exemplify 
10 possible A rings in the structures II, III and IV. 

The term **type B aldehyde" includes any and all of 
the aldehydes set forth in Figure 2 and Table 11. The 
term ^^aldehyde" is used as is commonly understood in the 
art to include substituted and unsubstituted aldehydes of 
15 the structure R^CHO where R^, can be a wide variety of 
substituted or unsubstituted groups such as alkyl and 
aryl . 
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In yet another aspect, the invention provides a 
method of synthesizing an indolinone by reacting a type A 
oxindoie with a type B aldehyde. The method of making the 
indolinones of the present invention may involve creating 
5 a combinatorial library of compounds as described above, 
testing each compound in biological assays such as those 
described herein, selecting one or more suitable compounds 
and synthesizing the selected compound or compounds. 

Also featured is an indolinone compound having 
10 formula II or III: 




(ID 
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A 




(III) 

wherein: 

5 (a) Aj, A2/ A3, and A^ are independently carbon or 

nitrogen; 

(b) Ri is hydrogen or alkyl; 

(c) R2 is oxygen or sulfur; 

(d) R3 is hydrogen; 

10 (e) R^, Rs, R^, and R7 (i) are each independently 

selected from the group consisting of hydrogen, alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S{0)R, SOjNRR', SOjR, SR, NO2, NRR', OH, CN, 
C(0)R, OC(0)R, NHC(0)R, (CHjj^COzR, and CONRR' or (ii) any 

15 two adjacent R^, R5, Re/ and R, taken together form a fused 
ring with the aryl ring of the oxindole-based portion of 
the indolinone; 

(f) R2', R3'f R4', R5*, and Rg' are each independently 
selected from the group consisting of hydrogen, alkyl, 

20 alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, SO2NRR', SO3R, SR, NO2, NRR*, OH, CN, 
C{0)R, OC(0)R, NHC(0)R, (CHjj^CO^R, and CONRR'; 

(g) n is 0, 1, 2, or 3; 

(h) R is hydrogen, alkyl or aryl; 

25 (i) R' is hydrogen, alkyl or aryl; and 
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(j) A is a five membered heteroaryl ring selected 
from the group consisting of thiophene, pyrrole, pyrazole, 
imidazole, 1,2, 3-triazole, 1,2, 4-triazole, oxazole, 
isoxazoie, thiazole, isothiazole, 2-3ulf onylfuran, 4- 
5 alkylfuran, 1, 2, 3-oxadiazole, 1, 2, 4-oxadiazoie, 1,2,5- 
oxadiazoie, 1, 3, 4-oxadiazole, 1,2, 3, 4-oxatriazole, 
1, 2, 3, 5-oxatriazole, 1, 2, 3-thiadia2ole, 1,2, 4-thiadiazole, 
1, 2, S-thiadiazole, 1,3, 4-thiadiazole, 1,2,3,4- 

thiatriazole, 1,2, 3, S-thiatriazole, and tetrazole, option- 
10 ally substituted at one or more positions with alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, SOgNRR', SOjR, SR, NO2, NRR', OH, CN, 
C{0)R, OC(0)R, NHC(0)R, (CHjlnCOzR or CONRR' . 



15 include pharmaceutically acceptable salts, esters, amides, 
prodrugs, isomers and metabolites of the base compound. 

In preferred embodiments of structure III, the A 
substituent may be a five membered heterocycle of formula 
IV shown below: 



wherein D, E, F, and G are nitrogen, carbon, or sulfur 
atoms. The specific juxtaposition of groups D-G is 
limited to examples of heterocyclic groups known in the 

25 chemistry arts, such as the fused rings referred to above 
and all of which may be optionally substituted as de- 
scribed above in paragraph (j). 

In preferred embodiments, the aryl ring (^*the A 
ring") of the oxindole-derived portion of the indolinone 

30 (i.e., the ring shown in structures II and III with A^, Aj, 
A3, and A4) has a polar substituent, preferably selected 
from the group consisting of NH2, COOH, SO3H, Br, CI, I, F, 



As used herein, the term '"compound" is intended to 



D-E 



20 




(IV) 
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COCH2CH2COOH, COCH2CI, piperazine, and CH2CH2NH2 at the 4, 5, 
6, and 7 carbon atom positions (identified by substituents 
R4, R5, Rfi, and R? respectively in structures V and VI), 
most preferably hydrophillic groups such as NH2, COOH, SO3, 
5 COCH2CH2COOH, piperazine and CH2CH2NH2. 

One approach to choosing target inhibitors of the 
FGFR {a protein . kinase receptor linked to various disor- 
ders, such as Pfeiffer, Jackson-Weiss and Cruzon syn- 

1 

dromes; dysplasias and hypochondroplasia; dwarfism; bone 
10 dysplasia; and developmental disorders involves selecting 
target compounds with a substituent on the A ring that 
mimics the triphosphate of ATP and thereby increases the 
affinity of target compounds for the active-site of the 
FGFR. Hydrophillic groups may act to mimic the triphos- 
15 phate at ATP, and also to improve the solubility of the 
final inhibitor. Without being bound to any theory, it 
appears that the trans form of the indolinones is gener- 
ally a more favorable form for FGFR inhibitors. 

Amine-based substituents at positions 4, 5, and 6 at 
20 the A ring of structures II and III are a preferred class 
of substituents and an especially preferred class are 
amines of the structure : 

CHa 

\ 
N 

wherein R, is CO (CH2) 2COOH, aryl, alkyl, or contains COOH, 
25 OH, or NH2. These types of groups provide steric hindrance 

in order to force the isomer into a trans conformation 

which may be a favored property of FGFR inhibition and 

acts as a linker to a hydrophillic group. 

Another favored class of substituents on the aryl 
30 ring of structures II and III includes piperazine type 

substituents of the structure: 
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N 



wherein Rb is preferably a negatively charged group, such 
as a negatively charged alkyl or acyl. 

Yet another preferred class of substituents for the 
5 aryl ring of structures II and III are C-COR groups of the 
formula: 



wherein is a hydrophilic or negatively charged group, 
preferably at the 5 and/or 6 positions of the A ring of 
10 structures II and III, such as amide, ester, CH2CH2COOH, 
CH2CI, or piperazine. R^ could also be linked to the aryl 
ring by a sp3 carbon or could be attached as 



15 ring are fused heterocyclic rings which can be synthesized 
by acylation of the arylamine followed by alkylation of 
the heterocyclic ring systems. Examples of several such 
compounds are set forth in Figure 1, compounds 044, 045, 
047, 048, 050, 051, 052, 053, 055, 056, 058, 059, 061, 

20 062, 064, 066, 067, 069, 070, and 073. 

In another aspect, the invention features a 3- 
[ (indole-3-yl) methylene] -2-indolinone compound having a 
substituent at the 1* position of the indole ring. The 
substituent at the 1' position of the indole ring is 

25 selected from the group consisting of 

(a) alkyl that is optionally substituted with a 
monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 



0 




Yet another preferred set of substituents on the aryl 
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substituted with one or more halogen, or trihalomethyl 
substituents; 

(b) five, six, eight, nine, or ten membered monocy- 
clic or bicyclic heterocyclic ring, where the ring is 

5 optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(c) an aldehyde or ketone of formula -C0-R12, where 
R12 is selected from the group consisting of hydrogen, 
alkyl, and a five or six membered heterocyclic ring; 

10 (d) a carboxylic acid of formula -(R^jn-COOH or ester 

of formula - (R^) „-C00-Ri5, where R13, R^^, and R15 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 
are independently 0 or 1; 

15 (e) a sulfone of formula -tS02)-Ri6f where Rig is 

selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring, where the ring is option- 
ally substituted with an alkyl moiety; 

{ f ) - (Rn ) n- { indole-1 -y 1 ) or - ( Ria ) m-CHOH- ( R^^ ) p- 

20 (indole-l-yl) / where the indol moiety is optionally 
substituted where R17, R^gf and Rjg are alkyl, and where m, 
n, and p are independently 0 or 1; and 

(g) taken together with a 2' substituent of the 
indole ring forms a five or six membered heterocyclic 

25 ring. 

The term '*alkyl" refers to a straight-chain, 
branched, or cyclic saturated aliphatic hydrocarbon. The 
alkyl group is preferably 1 to 10 carbons, more preferably 
a lower alkyl of from 1 to 7 carbons, and most preferably 
30 1 to 4 carbons. Typical alkyl groups include methyl, 
ethyl, propyl, isopropyl, butyl, isobutyl, tertiary butyl, 
pentyl, hexyl and the like. The alkyl group may be 
substituted and some typical alkyl substituents include 
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hydroxyl, cyano, alkoxy, oxygen, sulfur, nitroxy, halogen, 
-N{CH3)2/ amino, and -SH. 

The term ^^methyl" refers to a saturated alkyi moiety 
of one carbon. The term "'ethyl" refers to a saturated 
5 alkyi moiety of two carbons. The term "propyl" refers to 
a saturated alkyi moiety of three carbons. The term 
"butyl" refers to a saturated alkyi moiety of four car- 
bons. The term ""pentyl" refers to a saturated alkyi 
moiety of five carbons. 

10 The term "aryl" refers to an aromatic group which has 

at least one ring having a conjugated pi electron system 
and includes both carbocyclic aryl (e.g. phenyl) and 
heterocyclic aryl groups (e.g, pyridine). Aryl moieties 
include monocyclic, bicyclic, and tricyclic rings, where 

IS each ring has preferably five or six members. The aryl 
moiety may be substituted and typical aryl substituents 
include halogen, trihalomethyl, hydroxyl, -SH, -OH, -NOj, 
amine, thioether, cyano, alkoxy, alkyi, and amino. 

The terms "heterocycle" or "heterocyclic" refer to 

20 compounds that form a ring and contain up to four hetero 
atoms, the remainder of the atoms forming the ring being 
carbon. Thus, for example, each ring in the structure can 
contain zero, one, two, three, or four nitrogen, oxygen, 
or sulfur atoms within the ring. The ring can preferably 

25 be saturated with hydrogen atoms, more preferably harbor 
one or more unsaturations, and most preferably contain an 
aryl conjugated pi electron system. The rings are prefer- 
ably eleven, twelve, thirteen, or fourteen membered rings, 
more preferably eight, nine, or ten membered rings, and 

30 most preferably five or six membered rings. Examples of 
such rings are furyl, thienyl, pyrrol, imidazolyl, 
indolyl, pyridinyl, thiadiazolyl, thiazolyl, piperazinyl, 
dibenzfuranyl, dibenzthienyl. The heterocyclic rings of 
the invention may be optionally substituted with one or 
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more functional groups which are attached commonly to such 
rings, such as, e.g,, hydroxyl, bromo, fluoro, chloro, 
iodo, mercapto or thio, cyano, cyanoamido, alkylthio, 
heterocycle, aryl, heteroaryl, carboxyl, oxo, 
5 alkoxycarbonyl, alkyl, alkenyl, nitro, amino, alkoxyl, 
amido, and the like. Structures of some preferred hetero- 
cyclic rings are the fused rings that have been shown 
above . 

The term ^'aldehyde" refers to a chemical moiety with 
10 formula -(Rjp-CHO, where R is selected from the group 
consisting of alkyl or aryl and n is 0 or 1. 

The term ^^ketone" refers to a chemical moiety with 
formula -(R)^-CO-R', where R and R' are selected from the 
group consisting of alkyl or aryl and n is 0 or 1. 
15 The term ^^carboxylic acid" refers to a chemical 

moiety with formula -(R)n-CCX)H, where R is selected from 
the group consisting of alkyl or aryl and n is 0 or 1. 

The term "ester" refers to a chemical moiety with 
formula -(R|n-COOR', where R and R' are independently 
20 selected from the group consisting of alkyl or aryl and n 
is 0 or 1- 

The term "sulfone" refers to a chemical moiety with 
formula -SOj-R, where R is selected from the group consist- 
ing of alkyl or aryl. 

25 The term ''pharmaceutically acceptable salt" refers to 

a formulation of a compound that does not cause signifi- 
cant irritation to an organism and does not abrogate the 
biological activity and properties of the compound. 
Pharmaceutical salts can be obtained by reacting a com- 

30 pound of the invention with inorganic acids such as 
hydrochloric acid, hydrobromic acid, sulfuric acid, nitric 
acid, phosphoric acid, methanesulf onic acid, 
ethanesulfonic acid, p-toluenesulfonic acid, salicylic 
acid and the like. 
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The term "prodrug" refers to an agent that is con- 
verted into the parent drug in vivo. Prodrugs may be 
easier to administer than the parent drug in some situa- 
tions. For example, the prodrug may be bioavailable by 
5 oral administration but the parent is not, or the prodrug 
may improve solubility to allow for intravenous adminis- 
tration. 

A preferred embodiment of the invention relates to 
compound of the following formula. 




(V) 

where (a) Ri as is described above for the substituent at 
15 the 1' position of the indole ring; 

(b) R2, R3, R4, R5, and Rg are independently selected 
from the group consisting of, 
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(i) hydrogen; 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight/ nine, or 
ten membered heterocyclic ring, where the ring is option- 

5 ally substituted with one or more halogen, or 
trihalomethyl substituents; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

10 halogen or trihalomethyl substituents; 

(iv) a ketone of formula -CO-Rsof where Rjo 
is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring 

(v) a carboxylic acid of formula -(R21)n- 
15 COOH or ester of formula - (R22) -COO-R23, where R21, R22, and 

R23 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 
|vi) halogen; 

20 (vii) an alcohol of formula (R24)m-OH or an 

ether of formula - (R24) n-O-Rjj, where R24 and Ras are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

25 (viii) -NRzfiRzir where R26 and R27 are independ- 

ently selected from the group consisting of hydrogen, 
oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCORze/ where R28 is selected from the 

30 group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 
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(x) -SOsNRzgRao, where R29 and R^^ are 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R3, R^, R5, or Rg taken 
5 together form a bicyclic or tricyclic moiety fused to the 

six membered ring of the indole/ where each ring in the 
multicyclic moiety is a five or six membered heterocyclic 
ring; 

(c) R7, Rg, R9, and Rio are independently selected 
10 from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is option- 

15 ally substituted with one or more halogen, aldehyde, or 
tr ihalomethyl substi tuent s ; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

20 halogen or trihalomethyl substituents; 

(iv) an aldehyde or ketone of formula -CO- 
R31, where R^i is selected from the group consisting of 
hydrogen, alkyl, or a five or six membered heterocyclic 
ring; 

25 (V) a carboxylic acid of formula -(R32)n- 

COOH or ester of formula - (R33) ^-COO-R^^, where R32, R33, and 
R34 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and n and m are independently 0 or 1; 

30 (vi) halogen; 

(vii) an alcohol of formula (R35)„-OH or an 

ether of formula - (R35) n-0-R36, where R35 and Rjg are inde- 
pendently chosen from the group consisting of alkyl or a 
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five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NRj^Rja, where R37 and R38 are independ- 
ently selected from the group consisting of hydrogen, 

5 oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR39, where R39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 

10 substituted with alkyl, halogen, carboxylate, or ester; 

(X) -S02NR<oRn, where R^o and R,i are 

selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R,, Rg, R^, or R^q taken 

15 together form a bicyclic or tricyclic heterocyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; and 

(d) Ru is hydrogen or alkyl; 
20 provided that at least one of R^, Rj, R3, R4, R5, R^, R7, Rg, 
R9, or Rio is alkyl or provided that at least four of Ri, 
Rjr Rsr R4/ R5/ Rer ^1 f ^9/ OT R^q are not hydrogen. 

In preferred embodiments of the invention as shown in 
structure V above, R^ is preferably a lower alkyl, branched 
25 or unbranched, more preferably an unbranched lower alkyl 
{e.g., ethyl, propyl, isopropyl, butyl, tertiary butyl, 
pentyl), and most preferably a methyl moiety. 

In other preferred embodiments one or more of Rj, Rj, 
^ir ^er ^9* ^nd Rio of structure V are a 
30 heterocyclic ring. The heterocycle is preferably selected 
from the group consisting of five, six, eight, nine, ten, 
eleven, twelve, thirteen, and fourteen membered aryl or 
non-aryl rings. The heterocycles can be furyl, thienyl, 
pyrrol, imidazolyl, indolyl, pyridinyl, thiadiazolyl. 
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thiazolyl, piperazinyl, dibenzf uranyl, dibenzthienyl, 
2-aminothiazol-4-yl, 2--aniino"5-chiorothia2ol-4-yl, 2- 
amino-thiadia2ol-4-"yl, 2, S-dioxopiperazinyl, 

4-alkylpipera2inyl , 2-iodo-3-dibenzf uranyl , and 

5 3-hydroxy-4-dibenzthienyl. preferably is lower alkyl, 
more preferably methyl, or phenyl or biphenyl preferably 
mono-substituted with halogen. R3, R^, R5 and mono-R^ 
preferably are selected from the group consisting of 
hydrogen, unsubstituated lower alkyls, halogen, methoxy, 

10 carboncyclic and ether. Rll is preferably hydrogen. 

In especially preferred embodiments of structure V, 
Rj is methyl and R^, R3, R^, R,, R,, r,, R3, r^, r^^,, and R^^ 
are hydrogen, or Rj and R^ are methyl and Rg, R3, R4, Re, R5, 
Rio/ and R^ are hydrogen. Other especially preferred 

15 compounds are set forth in the tables and examples set 
forth herein. 

In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
comprises the steps of: 
20 (a) reacting an aldehyde of formula VI with an 

oxindol of formula VII, 

VI R- R, 
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where Rj, R3, R^, Rsr Rer Rir Rer Rior and Rii are 

described herein; and 

(b) separating the indolinone compound from the 
5 aldehyde and oxindol reactants. 

The term '"synthesizing" defines a method of combining 
multiple compounds together and/or chemically modifying 
the compound (s) in a controlled environment. A controlled 
environment preferably includes a glass vessel, a stirring 
10 rod or bar, a heating or cooling source, and specific 
organic solvents. 

The term '^reacting" refers to mixing two compounds 
together in a controlled environment. The compounds that 
are mixed together and reacted with one another are termed 
15 "reactants". 

The term "'separating" describes methods of segregat- 
ing compounds from one or more other compounds. Compounds 
can be separated from one another by using techniques 
known in the art which include, but are not limited to, 
20 column chromatography techniques and solvent phase separa- 
tion techniques. 

In another aspect, the invention features optionally 
substituted 3- [ (tetrahydroindole- 2 -yl ) methylene] -2- 
indolinone and 3- t (cyclopentano-b-pyrrol-2-yl) methylene ] - 
25 2-indolinone compounds. 

The term "optionally substituted" refers, for exam- 
ple, to a benzene ring that either harbors a hydrogen at 
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a particular position or optionally harbors another 
substituent at that position. The term ^'optionally 
substituted" refers to other molecules in addition to 
benzene. A ring structure, for example can be N-substi- 
5 tuted or C-substituted. 

The term '"N-substituted" refers to a compound that 
harbors chemical substituents attached to a nitrogen atom 
in a ring of the indolinone. 

The term ''C-substituted" refers to a compound that 
10 harbors chemical substituents attached to a carbon atom in 
the indolinone. 

The term ''independently selected" refers to a mole- 
cule that harbors one substituent chosen from a group of 
substituents . 

15 A preferred embodiment of the invention relates to an 

indolinone compound of the following formula. 



VIII 
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Where (a) Ri is selected from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
5 with a monocyclic or bicyclic five, six, eight, nine, or 

ten membered heterocyclic ring, where the ring is option- 
ally substituted with one or more halogen, or 
trihalomethyl substituents ; 

(iii) five, six, eight, nine, or ten 
10 membered monocyclic or bicyclic heterocyclic ring, where 

the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-Rn, where Rn is 
selected from the group consisting of hydrogen, alkyl, or 

15 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(Ri2)n" 
COOH or ester of formula - (R13) «-COO-Ri4, where Rjjr Riar and 
Ri4 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 

20 and n and m are independently 0 or 1; 

(vi) a sulfone of formula -(S02)-Ri5, where 
Ri5 is selected from the group consisting of alkyl or a 
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five or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vii) -(Ri6),-(indole-l-yl) or -(R^^) ^-CHOH- 
(Rie) p- (indole-l-yl) , where the indole moiety is optionally 

5 substituted with an aldehyde and Rj^, R^,, and Rjg are alkyl 
and n, m, and p are independently 0 or 1; 

(viii) taken together with a 2' substituent 
of the indole ring form a tricyclic moiety, where each 
ring in the tricyclic moiety is a five or six membered 

10 heterocyclic ring; 

(b) Rj, R3, R3., R^, R^., R5, R3., R^, and Re. are 
independently selected from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
15, with a monocyclic or bicyclic five, six, eight, nine, or 

ten membered heterocyclic ring, where the ring is option- 
ally substituted with one or more halogen^ aldehyde, or 
trihalomethyl substituents; 

(iii) five, six, eight, nine, or ten 
20 membered monocyclic or bicyclic heterocyclic ring, where 

the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-Rjo, where R20 is 
selected from the group consisting of hydrogen, alkyl, or 

25 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -{R2i)„- 
COOH or ester of formula - (R22) -COO-Rja, where R21, R22/ and 
R23 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 

30 and m and n are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R24)ni"OH or an ether 
of formula ~ l^zi) n'O-Rzf,, where R24 and R25 are independently 
selected from the group consisting of alkyl and a five or 
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six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(viii) "NRzeRavf where and are independ- 
ently selected from the group consisting of hydrogen, 

5 oxygen/ alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCORjer where Rjg is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 

10 substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR29R30f where R29 and R30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 

(xi) any two of Rj, R3., R4, R^., R5, R5., R^, or Rg. 
15 taken together form a bicyclic or tricyclic hetercyclic 

moiety fused to the six membered ring of the indole, where 
each ring in the multicyclic moiety is a five or six 
membered heterocyclic ring; 

(c) R7, Rsf R9/ and Rio are independently selected 
20 from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 

25 substituted with one or more halogen, or trihalomethyl 
substituents; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

30 halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-R31, where R31 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 
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(v) a carboxylic acid of formula "(R32)n" 
COOH or ester of formula - (R33) ^-COO-Rj^, where R32, R33, and 
R34 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 

5 and n and m are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula {R35)„-0H or an 
ether of formula - (R35) n-O-Rj^, where R35 and R36 are inde- 
pendently chosen from the group consisting of alkyl or a 

10 five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NR37R38, where R37 and Rje are independ- 
ently selected from the group consisting of hydrogen, 
oxygen, alkyl, and a five or six membered heterocyclic 

15 ring; 

(ix) -NHCOR39, where R39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

20 (x> -S02NR4oR<i/ where R^o and R^i are 

selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R,, R^, Rg, or R^p taken 

together form a bicyclic or tricyclic hetercyclic moiety 
25 fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; and 

(d) Rji is hydrogen or alkyl. 

Another preferred embodiment of the invention relates 
3 0 to indolinone compounds of structures VIII and IX, where 
Rj, R2, R3, R3», R4, Rfl', R5, Rsv Re/ Rs*/ ^8/ ^10/ 3nd 

Rji are hydrogen. 

In another preferred embodiment, the invention 
relates to oxidolinone compounds of structures VIII and 
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IX, where Rq is bromine/ chlorine, or NH2 and Ri, R3, 
R4/ Rs'f ^6f Rew R7/ Rio/ and R^ are hydro- 

gen. 

In yet another preferred embodiment, the invention 
5 relates to indolinone compounds of structures VIII and IX, 
where R, is methyl and Rj, R2, R3, R3., R4, R^., R5/ Rs*/ Re* 
Rg., Rt, R9, Rio/ and R^ are hydrogen. 

In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
10 comprises the steps of: 

(a) reacting an aldehyde of formula X or XI with 
an oxindol of formula XII, 



X 




15 XI 




O R, 



XII 
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where R^, R^, R3, R3., R,, R,., R^, R^., R,, R,., r,, r^, r^^ r^^^ 
and Rii are described herein; and 

(b) separating the indolinone compound from the 
aldehyde and oxindole reactants. 
5 In another aspect, the invention features an 

indolinone compound having a substituent at the 5 position 
of the oxindole ring, where the substituent at the 5 
position of the oxindole ring is selected from the group 
consisting of: 

(a) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

15 (b) five, six, eight, nine, or ten membered 

monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(c) a ketone of formula -CO-R^o, where Rjq is 
20 selected from the group consisting of hydrogen, alkyl, or 

a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(Rii)n-COOH or 
ester of formula - (Rij) -COO-R^, where Rn, R12/ and R13 and 
are independently selected from the group consisting of 

25 alkyl or a five or six membered heterocyclic ring and m 
and n are independently 0 or 1; 

(e) halogen; 

(f) an alcohol of formula (Rn)„"OH or an ether 
of formula - {Ri«) n-O-Ris, where R^ and Rjj are independently 

3 0 selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 
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(g) -NRieRj^, where Rje and R^, are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(h) -NHCORie/ where R jg is selected from the 
5 group consisting of alkyl, and a five or six membered 

heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(i) -SO2NRJ9R20, where R19 and R20 are selected 
from the group consisting of hydrogen, alkyl, and a five 

10 or six membered heterocyclic ring; 

(j) any two of R4, R5, R^, or R, taken together 
form a bicyclic or tricyclic hetercyclic moiety fused to 
the six membered ring of the indole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
15 clic ring. 

A preferred embodiment of the invention relates to a 
confound of the following formula. 




(XIII) 

20 

where (a) R5 is selected from the group consisting of, 

(i) alkyl that is optionally substituted 

with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is option- 
25 ally substituted with one or more halogen^ or 
trihalomethyl substituents; 
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(ii) five, six, eight, nine, or ten 

membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 
5 (iii) a ketone of formula -CO-Rk,, where R^o 

is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -{Ru)n- 
COOH or ester of formula - (R^J -COO-R13, where R^, R,^, and 

10 Ri3 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (RiJ^-OH or an 
15 ether of formula - (R14) „-0-Ri5, where Rj^ and R^^ are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(vii) -NRi^Ri?/ where Rjg and R^, are independ- 
20 ently selected from the group consisting of hydrogen, 

alkyl, and a five or six membered heterocyclic ring; 

(viii) -NHCORier where Rjg is selected from the 
group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 

25 tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO2NRJ9R20, where R19 and R20 are 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(x) any two of R<, R5, R^, or R^ taken 
30 together form a bicyclic or tricyclic hetercyclic moiety 

fused to the six membered ring of the oxindole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; 



wo 98/07695 



PCT/US97/147J6 



32 

(b) Rj is selected from the group consisting of a 
five, six, eight, nine, and ten membered monocyclic or 
bicyclic heterocyclic ring, where the ring is optionally 
substituted with one or more substituents selected from 
5 the group consisting of 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 

10 or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

15 (iii) a ketone of formula -CO-R^i, where Rji 

is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(Raa).," 

COOH or ester of formula - (R^) -COO-R24, where R22, R23f and 
20 Rzk and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 
(V) halogen; 

(vi) an alcohol of formula (Rx^lm-OH or an 
25 ether of formula - (R25) n""0-R26f where R 25 and R 26 are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 
independently D or 1; 

(vii) ~NR27R2B# where R27 and R2e are independ- 
30 ently selected from the group consisting of hydrogen, 

alkyl, and a five or six membered heterocyclic ring; 

(viii) -NHCOR29/ where R29 is selected from the 
group consisting of alkyl, and a five or six membered 
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heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO2NR30R31, where R30 and R31 are 

selected from the group consisting of hydrogen, alkyl, and 
5 a five or six membered heterocyclic ring; 

(c) R4, Rfi, and are independently selected from the 
group consisting of, 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

10 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 

15 the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iii) a ketone of formula -CO-R32, where R32 
is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

20 (iv) a carboxylic acid of formula -{Rjjjn- 

COOH or ester of formula - (R34) -COO-R35, where R33, R34, and 
R35 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

25 (v) halogen; 

(vi) an alcohol of formula {Ra^jm^OH or an 
ether of formula - (Rae) 0-0-^37/ where R^^ and R^i are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and ra and n are 

3 0 independently 0 or 1; 

(vii) -NR3aR39, where R38 and R29 are independ- 
ently selected from the group consisting of hydrogen, 
alkyl, and a five or six membered heterocyclic ring; 
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(viii) -NHCOR^of where R40 is selected from the 
group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 
5 (ix) -S02NR4iR42f where R41 and R42 are 

selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; and 
(d) R2 is hydrogen or alkyl. 

In preferred embodiments of the invention shown in 
10 structure XIII above one or more of R^, R4, R^, R^, or R7 
are a heterocyclic ring. Preferred heterocycles of the 
invention are described herein. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
15 Ri is (3, 5-dimethylpyrrol) -2-yl, R5 is -COOH, and R2, R4/ 
Re, and R7 are hydrogen. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
Rj is (3, 5-diethylpyrrol) -2-yl, R5 is -COOH, and Rj, R^, Re^ 
20 and R7 are hydrogen. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
Rj is (3, 5-diisopropylpyrrol) -2-yl, R5 is -COOH, and R2, R4, 
Rft, and R7 are hydrogen. 
25 Another preferred embodiment of the invention shown 

in structure XIII above is an indolinone compound, where 
Ri is (3,5-dimethylpyrrol)-2-yl, R5 is -ICH2)2C00H, and R2, 
R4, Rg, and R7 are hydrogen. 

Another preferred embodiment of the invention shown 
30 in structure XIII above is an indolinone compound, where 
Ri is (5-methylthiophene) -2-yl, R5 is -COOH, and R2, R^^, Re/ 
and R7 are hydrogen. 
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In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
comprises the steps of: 

(a) reacting an aldehyde of formula XIV with an 
5 oxindole of formula XV, 




where R^, R^, R3, R^, r^, r^^ r^, r^, r^, r^^, and R^ are as 

10 described herein; and 

(b) separating the indolinone compound from the 
aldehyde and oxindole reactants. 

In another aspect, the invention features an 
indolinone compound having a substituent at the 3 position 

15 of the oxindole ring, where the substituent at the 3 
position of the oxindole ring is selected from the group 
consisting of f ive-membered or six-membered heterocyclic 
rings. The oxindolonine is further substituted with 
groups enhancing hydrosolubility as set forth below. 

20 A preferred embodiment of the invention relates to a 

compound of the following formula: 
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^3 



wherein 

(a) A is a five membered heterocyclic ring selected 
from the following group consisting of thiophene, pyrrole, 
5 pyrazole, imidazole, 1, 2, 3-triazole, 1, 2, 4-triazole, 
oxazole, isoxazole, thiazole, isothiazole^ furan, 1,2,3- 
oxadiazole, 1,2, 4-oxadiazole, 1,2, 5-oxadiazole, 1, 3, 4- 
oxadiazole, 1, 2, 3, 4-oxatriazole, 1,2, 3, 5-oxatria2ole, 
1, 2, 3-thiadiazole, 1 , 2, 4-thiadiazole, 1 , 2, 5-thiadiazole, 
10 1, 3, 4-thiadia2ole, 1, 2, 3, 4-thiatriazole, 1,2,3,5- 

thiatriazole, and tetrazole 
|b) m is zero, 1, or 2; 

(c) Ri is hydrogen, Ci-Cft alkyl or Cj-^Ce alkanoyl; 

(d) one of and Rj independently is hydrogen and the 
15 other is a substituent selected from: 

(1) a C^-Cc alkyl group substituted by 1, 2 or 3 
hydroxy groups; 

(2) SO3R4 in which R4 is hydrogen or Ci-C^ alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

20 (3) SO2NHR5 in which R5 is as R4 defined above or 

a - (CH2)n-N(Ci-Ce alkyl) 2 group in which n is 2 or 3; 

(4) COORfi in which Rg is Ci-C^ alkyl unsubstituted 
or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl; 
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(5) CONHR7 in which R^ is hydrogen, phenyl or Cj- 
alkyl substituted by 1, 2 or 3 hydroxy groups or by 

phenyl; 

(6) NHSOzRe in which is Ci-Cg alkyl or phenyl 
5 unsubstituted or substituted by halogen or by Cj-C^ alkyl; 

(7) N(R9)2, NHR9 or OR9 wherein Rg is C2-C6 alkyl 
substituted by 1, 2 or 3 hydroxy groups; 

(8) NHCORio, OOCRio or CH^OOCRio in which R^o is Ci- 
alkyl substituted by 1, 2 or 3 hydroxy groups; 

10 (9) NHCONH2; NH-C(NH2)=NH; C{NH2)=NH; 

CH2NHC(NH2)=NH; CH^NHz; OPO(OH)2; CHjOPOCOHjs; P0(0H)2; or a 




XN 



group wherein X is selected from the group consisting of 
SO2, CO, or NHC0{CH2)p in which p is 1,2, or 3 and Z is 

15 CH2, O or N-Ra in which R^ is hydrogen or is as R^ 
defined above. 

The term ^^alkanoyl" refers to a chemical moiety with 
formula -(R)„-CO-R', where R and R' are selected from the 
group consisting of alkyl or aryl and n is 0 or 1. 

20 Inhibitors of protein kinase catalytic activity are 

known in the art. Small molecule inhibitors typically 
block the binding of substrates by tightly interacting 
with the protein kinase active-site. Indolinone com- 
pounds, for example, can bind to the active-site of a 

25 protein kinase and inhibit the molecule effectively, as 
measured by inhibition constants on the order of 10'^ M. 

A preferred embodiment of the invention relates to an 
hydrosoluble indolinone compound that inhibits the cata- 
lytic activity of a FLK protein kinase. The indolinone 

30 preferably inhibits the catalytic activity of the FLK 
protein kinase with an IC50 less than 50 pM, more prefera- 
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bly with an IC50 less than 5 ]xM, and most preferably with 
an IC50 less than 0.5 pM. 

In another aspect, the invention features a method of 
synthesizing a hydrosoluble indolinone compound/ where the 
5 method comprises the steps of: 

(a) reacting an aldehyde of formula XVI with an 
oxindoie of formula XVII, 



10 




XVII 

15 



where 

(a) A is a five or six membered ring comprised of 
atoms selected from the group consisting of oxygen, 

20 carbon, sulfer and nitrogen 

(b) m is zero, 1, or 2; 
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(c) R, is hydrogen, Ci-Ce alkyl or Cj-C^ alkanoyl; 

(d) one of and R3 independently is hydrogen and the 
other is a substituent selected from: 

(1) a Ci-Cg alkyl group substituted by 1, 2 or 3 
5 hydroxy groups; 

(2) SOjRfl in which R^ is hydrogen or Ci-Cg alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

(3) SO2NHR5 in which R5 is as R^ defined above or 
a - (CH2)„-N(Ci-Ce alkyl) 2 group in which n is 2 or 3; 

10 (4) COORfi in which Re is Cj-Ce alkyl unsubstituted 

or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl; 

(5) CONHR7 in which R, is hydrogen, phenyl or Cj- 
Cfi alkyl substituted by 1, 2 or 3 hydroxy groups or by 

15 phenyl; 

(6) NHSOjRfl in which R^ is Ci-Ce alkyl or phenyl 
unsubstituted or substituted by halogen or by C^-C^ alkyl; 

(7) N(R9)2/ NHR9 or OR9 wherein Rj is C2-C6 alkyl 
substituted by 1, 2 or 3 hydroxy groups ; 

20 (8) NHCORior OOCRio or CH2OOCR10 in which Rio is Ci- 

Cfi alkyl substituted by 1, 2 or 3 hydroxy groups; 

(9) NHCONH2; NH-C(NH2)=NH; C (NH )=l^iH; 

CH2NHC(NH2)=NH; CH2NH2; 0PO(OH)2; CH^QPOiOH)^; P0(0H)2; or a 




25 group wherein X is selected from the group consisting of 
CH2, SO2, CO, or NHCO(CHz)p in which p is 1,2, or 3 and Z is 
CH2, O or N"Rn in which R^^ is hydrogen or is as R^ 
defined above; and 

(b) separating the indolinone compound from the 
30, aldehyde and oxindole reactants. 

Another aspect of the invention features a pharmaceu- 
tical composition comprising an oxidolinone compound of 
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the invention and a physiologically acceptable carrier or 
diluent . 

In the embodiments set forth below, several preferred 
subclasses of compounds having activity against Flk are 
5 set forth. Thus, in one embodiment, the invention pro- 
vides compounds having the formula: 




wherein 

10 Ri is hydrogen or alkyl (preferably lower alkyl, more 

preferably methyl); 

R2 is oxygen or sulfur; 
R3 is hydrogen or methyl; 

R4, R5, Rr, and R7 are each independently selected from 
15 the group consisting of hydrogen (preferably at least two 
or three of R4, R5, Re and R^ are hydrogen) , alkyl (prefera- 
bly lower alkyl, more preferably methyl) , halogen, NOj, and 
NRR'; 

R2., R3., R4., Rs^, and Rg, are each independently 
20 selected from the group consisting of hydrogen, alkyl, 
halogen, NO2, NRR' (where taken together NRR^ may form a 
five or six member non-aromatic heterocyc optionally 
substituted with COH) , OH, ORNRRS and OR; 
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R is hydrogen, alkyl or aryl; and 
R* is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides com- 
pounds having the formula: 

5 




wherein 

Ri is hydrogen or alkyl (preferably lower alkyl, more 
preferably methyl); 
10 Rj is oxygen or sulfer; 

Rj is hydrogen or methyl; 

R4, R5, R^, and R, are each independently selected from 
the group consisting of hydrogen, alkyl (preferably lower 
alkyl, more preferably methyl), halogen, and NRR«; 
15 Rj,, R3., R^., and R5., are each independently selected 

from the group consisting of hydrogen, alkyl, halogen, and 
(alkyl) „C02R; 

R is hydrogen, alkyl or aryl; and 

R* is hydrogen, alkyl or aryl. 
20 In another embodiment, the invention provides com- 

pounds having the formula: 
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wherein 



Rj, R2/ and R^, are each independently selected from 
the group consisting of hydrogen, alkyl, halogen, and 
5 (alkyl)„CO?R; 

Ro R5/ Rsf sJ^ci R, are each independently selected from 
the group consisting of hydrogen, alkyl (preferably lower 
alkyl, more preferably methyl), halogen, and NRR'; 



R* is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides com- 
pounds having the formula: 



wherein 

Riw R2W Rsw R4' and Rt are each independently selected 
from the group consisting of hydrogen, alkyl (preferably 
20 lower alkyl, more preferably methyl), halogen and NRR'; 



10 



Rfl and R, are independently hydrogen or alkyl; 
R is hydrogen, alkyl or aryl; and 




15 



(XVIII) 
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Re and R9 are independently hydrogen or alkyl; 
R is hydrogen, alkyl or aryl; and 
R' is hydrogen, alkyl or aryl. 

In another aspect, the invention features a method of 
5 synthesizing an indolinone compound, where the method 
comprises the steps of: 

(a) reacting an appropriate aldehyde with an 
appropriate oxindole, 

(b) separating the indolinone compound from the 
10 aldehyde and oxindole reactants. 

In another aspect, the invention features an 
indolinone compound, salt, ester, amide, prodrug, isomer, 
or metabolite thereof that modulates the catalytic activ- 
ity of a protein kinase, 

15 The term '^modulates" refers to the ability of a 

compound to alters the catalytic activity of a protein 
kinase. A modulator preferably activates the catalytic 
activity of a protein kinase, more preferably activates or 
inhibits the catalytic activity of a protein kinase 

20 depending on the concentration of the compound exposed to 
the protein kinase, or most preferably inhibits the 
catalytic activity of a protein kinase. 

The term "protein kinase" defines a class of proteins 
that regulate a variety of cellular functions. Protein 

25 kinases regulate cellular functions by reversibly phos- 
phorylating protein substrates which thereby changes the 
conformation of the substrate protein. The conformational 
change modulates catalytic activity of the substrate or 
its ability to interact with other binding partners. 

30 The term "^catalytic activity", in the context of the 

invention, defines the rate at which a protein kinase 
phosphorylates a substrate. Catalytic activity can be 
measured, for example, by determining the amount of a 
substrate converted to a product as a function of time. 
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Phosphorylation of a substrate occurs at the active-site 
of a protein kinase. The active-site is normally a cavity 
in which the substrate binds to the protein kinase and is 
phosphorylated . 

5 A preferred embodiment of the invention relates to an 

indolinone compound that inhibits the catalytic activity 
of a FLK protein kinase. The indolinone preferably 
inhibits the catalytic activity of the FLK protein kinase 
with an IC50 less than 50 pM, more preferably with an IC50 
10 less than 5 ]M, and most preferably with an IC50 less than 
0.5 pM. 

The term *'FLiC" refers to a protein kinase that 
phosphorylates protein substrates on tyrosine residues. 
The FLK protein kinase regulates cellular functions in 

15 response to the VEGF growth factor. These cellular 
functions include, but are not limited to, cellular 
proliferation, and in particular, blood vessel prolifera- 
tion in tissues. 

The term in the context of the invention, 

20 refers to a parameter that describes the concentration of 
a particular indolinone required to inhibit 50% of the FLK 
protein kinase catalytic activity. The IC50 parameter can 
be measured using an assay described herein and by varying 
the concentration of a particular indolinone compound. 

25 Another aspect of the invention features a pharmaceu- 

tical composition comprising, consisting essentially of, 
or consisting of an indolinone compound, salt, ester, 
amide, prodrug, isomer, or metabolite thereof of the 
invention and a physiologically acceptable carrier or 

30 diluent. 

The term "pharmaceutical composition" refers to a 
mixture of an indolinone compound of the invention with 
other chemical conponents, such as diluents or carriers. 
The pharmaceutical composition facilitates administration 
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of the compound to an organism. Multiple techniques of 
administering a compound exist in the art including, but 
not limited to, oral, injection, aerosol, parenteral, and 
topical administration. Pharmaceutical compositions can 
5 also be obtained by reacting compounds with inorganic 
acids such as hydrochloric acid, hydrobromic acid, sulfu- 
ric acid, nitric acid, phosphoric acid, methanesulf onic 
acid, ethanesulf onic acid, p-toluenesulf onic acid, sali- 
cylic acid and the like. 

10 The term '^physiologically acceptable" defines a 

carrier or diluent that does not cause significant irrita- 
tion to an organism and does not abrogate the biological 
activity and properties of the corapound- 

The term "^carrier" defines a chemical compound that 

15 facilitates the incorporation of a compound into cells or 
tissues. For example dimethyl sulfoxide (DMSO) is a 
commonly utilized carrier as it facilitates the uptake of 
many organic compounds into the cells or tissues of an 
organism. 

20 The term 'Miluent" defines chemical compounds diluted 

in water that will dissolve the compound of interest as 
well as stabilize the biologically active form of the 
compound. Salts dissolved in buffered solutions are 
utilized as diluents in the art. One commonly used 

25 buffered solution is phosphate buffered saline because it 
mimics the salt conditions of human blood. Since buffer 
salts can control the pH of a solution at low concentra- 
tions, a buffered diluent rarely modifies the biological 
activity of a compound. 

30 Another aspect of the invention features a method of 

preventing or treating an abnormal condition in an organ- 
ism. The abnormal condition is associated with an aberra- 
tion in a signal transduction pathway characterized by an 
interaction between a protein kinase and a natural binding 
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partner. The method comprises the following steps: (a) 
administering a compound of the invention to an organism; 
and (b) promoting or disrupting the abnormal interaction. 

The term "preventing" refers to a method of barring 
5 the organism from acquiring the abnormal condition. 

The term "treating" refers to a method of alleviating 
or abrogating the abnormal condition in the organism. 

The terra "organism" relates to any living entity 
comprised of at least one cell. An organism can be as 
10 simple as one eukaryotic cell or as complex as a mammal. 

The term "abnormal condition" refers to a function in 
the cells or tissues of an organism that deviates from 
their normal functions in that organism. An abnormal 
condition can relate to cell proliferation, cell differen- 
15 tiation, or cell survival. 

Aberrant cell proliferative conditions include 
cancers such as fibrotic and mesangial disorders, abnormal 
angiogenesis and vasculogenesis, wound healing, psoriasis, 
diabetes mellitus, and inflammation. 
20 Aberrant differentiation conditions include, but are 

not limited to neurodegenerative disorders, slow wound 
healing rates, and tissue grafting techniques. 

Aberrant cell survival conditions relate to condi- 
tions in which programmed cell death (apoptosis) pathways 
25 are activated or abrogated. A number of protein kinases 
are associated with the apoptosis pathways. Aberrations 
in the function of any one of the protein kinases could 
lead to cell immortality or premature cell death. 

Cell proliferation, differentiation, and survival are 
30 phenomena simply measured by methods in the art. These 
methods can involve observing the number of cells or the 
appearance of cells under a microscope with respect to 
time (days) . 
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The term "administering" relates to a method of 
incorporating a compound into cells or tissues of an 
organism. The abnormal condition can be prevented or 
treated when the cells or tissues of the organism exist 
5 within the organism or outside of the organism. Cells 
existing outside the organism can be maintained or grown 
in cell culture dishes. For cells harbored within the 
organism, many techniques exist in the art to administer 
compounds, including (but not limited to) oral, paren- 
10 teral, dermal, injection, and aerosol applications. For 
cells outside of the organism, multiple techniques exist 
in the art to administer the compounds, including {but not 
limited to) cell microinjection techniques, transformation 
techniques, and carrier techniques. 
15 The aberrant condition can also be prevented or 

treated by administering a group of cells having an 
aberration in a signal transduction process to an organ- 
ism. The effect of administering a compound on organism 
function can then be monitored. The art contains multiple 
20 methods of introducing a group of cells to an organism as 
well as methods of administering a compound to an organ- 
ism. The organism is preferably a frog, more preferably 
a mouse, rat, rabbit, guinea pig, or goat, and most 
preferably a monkey or ape. 
25 The term "'signal transduction pathway" refers to the 

molecules that propagate an extracellular signal through 
the cell membrane to become an intracellular signal. This 
signal can then stimulate a cellular response. The 
polypeptide molecules involved in signal transduction 
30 processes are typically receptor and non-receptor protein 
kinases, receptor and non-receptor protein phosphatases, 
nucleotide exchange factors, and transcription factors. 
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The term "aberration", in conjunction with a signal 
transduction process, refers to a protein kinase that is 
over- or under-expressed in an organism, mutated such that 
its catalytic activity is lower or higher than wild-type 
5 protein kinase activity, mutated such that it can no 
longer interact with a natural binding partner, is no 
longer modified by another protein kinase or protein 
phosphatase, or no longer interacts with a natural binding 
partner. 

10 The term "natural binding partner" refers to a 

polypeptide that normally binds to the intracellular 
region of a protein kinase in a cell. These natural 
binding partners can play a role in propagating a signal 
in a protein kinase signal transduction process. The 

15 natural binding partner can bind to a protein kinase 
intracellular region with high affinity. High affinity 
represents an equilibrium binding constant on the order of 
10'* M or less. However, a natural binding partner can 
also transiently interact with a protein kinase intracel- 

20 lular region and chemically modify it. Protein kinase 
natural binding partners are chosen from a group consist- 
ing of, but not limited to, src homology 2 {SH2) or 3 
{SH3) domains, other phosphoryl tyrosine binding (PTB) 
domains, and other protein kinases or protein 

25 phosphatases. 

The term "promoting or disrupting the abnormal 
interaction" refers to a method that can be accomplished 
by administering a compound of the invention to cells or 
tissues in an organism. A compound can promote an inter- 

30 action between a protein kinase and natural binding 
partners by forming favorable interactions with multiple 
amino acids at the complex interface. Alternatively, a 
compound can inhibit an interaction between a protein 
kinase and natural binding partners by compromising 
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complex interface. 

A preferred embodiment of the invention relates to 
the method of treating an abnormal condition in an organ- 
5 ism, where the organism is a mammal. 

The term ^^mammal" refers preferably to such organisms 
as mice, rats, rabbits, guinea pigs, and goats, more 
preferably to monkeys and apes, and most preferably to 
humans . 

10 Another preferred embodiment of the invention relates 

to a method of treating or preventing an abnormal condi- 
tion associated with the FLK protein kinase. 

Another preferred embodiment of the invention relates 
to an indolinone compound that inhibits the catalytic 
15 activity of a platelet derived growth factor protein 
kinase. The indolinone preferably inhibits the catalytic 
activity of the platelet derived growth factor protein 
kinase with an ICjo less than 50 pM, more preferably with 
an IC50 less than 5 pM, and most preferably with an IC50 
20 less than 0.5 pM. 

The terra "'platelet derived growth factor" refers to 
a protein kinase that phosphorylates substrates on tyro- 
sine residues. The platelet derived growth factor protein 
kinase regulates cellular functions in response to the 
25 PDGF growth factor. These cellular functions include, but 
are not limited to, cellular proliferation. 

The chemical formulae referred herein may exhibit the 
phenomena of tautomerism or structural isomerism. For 
example, the compounds described herein may be adopt a cis 
30 or trans conformation about the double bond connecting the 
indolinone 3-substituent to the indolinone ring, or may be 
mixtures of cis and trans isomers. As the formulae 
drawing within this specification can only represent one 
possible tautomeric or structural isomeric form, it should 
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be understood that the invention encompasses any tauto- 
meric or structural isomeric form, or mixtures thereof, 
which possesses the ability to regulate, inhibit and/or 
modulate tyrosine kinase signal transduction or cell 
5 proliferation and is not limited to any one tautomeric or 
structural isomeric form utilized within the formulae 
drawing. 

In addition to the above-described compounds, the 
invention is further directed, where applicable, to 

10 solvated as well as unsolvated forms of the compounds 
(e.g. hydrated forms) having the ability to regulate 
and/or modulate cell proliferation. 

The compounds described herein may be prepared by any 
process known to be applicable to the preparation of 

15 chemically-related compounds. Suitable processes are 
illustrated in the examples. Necessary starting materials 
may be obtained by standard procedures of organic chemis- 
try. 

An individual compound's relevant activity and 
20 efficacy as an agent to affect receptor tyrosine kinase 
mediated signal transduction may be determined using 
available techniques. Preferentially, a compound is 
subjected to a series of screens to detenaine the com- 
pound's ability to modulate, regulate and/or inhibit cell 
25 proliferation. These screens, in the order in which they 
are conducted, include biochemical assays, cell growth 
assays and in vivo experiments. 

The summary of the invention described above is not 
limiting and other features and advantages of the inven- 
30 tion will be apparent from the following detailed descrip- 
tion of the invention, and from the claims. 

Brief Description of the Drawings an<i Tflb l es 

Figure 1 shows illustrative type A oxindoles. 
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Figure 2 shows illustrative type B aldehydes. 
Table 1 depicts examples of compounds of the inven- 
tion. The table illustrates the molecular structure of 
each indolinone, the molecular weight of the compound, and 
5 the chemical formula of the compound. 

Table 2 depicts the biological activity of select 
compounds of the invention. Listed are the chemical 
structure of the compound with IC50 values measured in FLK- 
1 biological inhibition assays. 
10 Table 3 shows preferred indole based aldehydes that 

can be used in the present invention. 

Table 4 shows preferred oxindoles that can be used in 
the present invention. 

Table 5 depicts examples of compounds of the inven- 
15 tion. The table illustrates the molecular structure of 
each indolinone, the molecular weight of the compound, and 
the chemical formula of the compound. 

Tables 6 and 7 depicts the biological activity of 
select compounds of the invention. Listed are the chemi- 
20 cal structure of the con^jound with IC50 values measured in 
FLK-1 and platelet derived growth factor protein kinase 
(PDGFR) biological inhibition assays. 

Table 8 depicts examples of compounds of the inven- 
tion. The table illustrates the molecular structure of 
25 exemplary indolinones and the biological activity of 
select compounds of the invention. Listed are the chemi- 
cal structure of the compound with IC50 values measured in 
FLK-1 biological inhibition assays. 

Table 9 lists exemplary compounds of the invention. 
30 Table 10 shows FLK activity data for illustrative 

compounds of the invention. 

Table 11 shows type A oxindols. 
Table 12 shows type B aldehydes. 
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Table 13 shows the names of several indolinone 
compounds of the present invention. 

Table 14 shows kinase data for the compounds listed 
in Table 13 as determined using the assays described 
5 herein. 

Detailed Description of the Invention 

The invention is directed in part towards 
designing protein kinase inhibitors that obliterate tumors 

10 by severing their sources of sustenance. The inhibitors 
are designed to specifically bind protein kinases over- 
expressed in the vasculature that supply tumors with 
sustenance. One such protein kinase target is FLK~1, 
which is over-expressed in the proliferating endothelial 

15 cells of a growing tumor, but not in the surrounding 
quiescent endothelial cells. Plate et al., 1992, Nature 
359:845-848. 

FLK-l is activated upon binding VEGF, a strong 
regulator for endothelial cell proliferation as well as 

20 normal and pathological angiogenesis . Klagsburn and 
Soker, 1993, Current Biology 3:699-702. Thus, compounds 
that specifically inhibit the FLK protein kinase are 
potential anti-cancer agents as they may decrease the 
vasculature that nourishes tumors. These inhibitors will 

25 most likely result in minimizing and even obliterating 
solid tumors. In addition, compounds that specifically 
inhibit FLK will potentially represent a new generation of 
cancer therapeutics as they will most likely cause few 
side effects. These potential properties are a welcome 

30 improvement over the currently utilized cancer therapeu- 
tics that cause multiple side effects and deleteriously 
weaken patients. 
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Synthesis of Indolinone Compounds 

The indolinone compounds of the invention are synthe- 
sized by reacting an aldehyde with an oxindol as shown in 
the examples provided herein. Descriptions of methods for 
5 synthesizing indolinone compounds are provided in the 
examples described herein. The examples fully describe 
the solvents, temperatures, separation techniques, and 
other conditions utilized for the invention. Other 
synthetic techniques, such as those described in Interna- 

10 tional patent publications WO 96/22976, published August 
1, 1996 by Ballinari et al., and WO 96/40116, published 
December 19, 1996 by Tang et al. may also be used or 
adapted by those skilled in the art to make the compounds 
of the present invention. Descriptions of the methods used 

15 to specifically synthesize the indolinone compounds of the 
invention, are disclosed herein. 

BiglogAcfll ftgtiYJ-ty Qt Indolingng CompoyndiS 

Indolinone compounds of the invention can be tested 

20 for their ability to activate or inhibit protein kinases 
in biological assays. The methods used to measure 
indolinone modulation of protein kinase function are 
described herein. Indolinone compounds of the invention 
were tested for their ability to inhibit the FLK protein 

25 kinase. The biological assay and results of these inhibi- 
tion studies are reported herein. 

Target Diseases to be Treated by Indolinone Compoundfi 

Protein kinases are essential regulatory molecules 
30 that control a variety of cellular functions. For this 
reason, any alteration in the function of a protein kinase 
can cause an abnormal condition in an organism. One of 
the many functions controlled by protein kinases is cell 
proliferation. 
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Alterations in the function of a protein kinase that 
normally regulates cell proliferation can lead to enhanced 
or decreased cell proliferative conditions evident in 
certain diseases. Aberrant cell proliferative conditions 
5 include cancers such as fibrotic and mesangial disorders, 
abnormal angiogenesis and vasculogenesis, wound healing, 
psoriasis, restenosis, diabetes mellitus, and inflamma- 
tion. 

Fibrotic disorders and mesangial cell proliferative 
10 disorders are described in International Patent Publica- 
tion No. WO 96/40116, published December 19, 1996 by Tang 
et al. 

Angiogenic and vasculogenic disorders result from 
excess proliferation of blood vessels. Blood vessel 

15 proliferation is necessary in a variety of normal physio- 
logical processes such as embryonic development, corpus 
luteura formation, wound healing and organ regeneration. 
However, blood vessel proliferation is also essential in 
cancer tumor development. Other examples of blood vessel 

20 proliferative disorders include arthritis, where new 
capillary blood vessels invade the joint and destroy 
cartilage. In addition, blood vessel proliferative 
diseases include ocular diseases, such as diabetic reti- 
nopathy, where new capillaries in the retina invade the 

25 vitreous, bleed and cause blindness. Conversely, disor- 
ders related to the shrinkage, contraction or closing of 
blood vessels, such as restenosis, are also implicated in 
adverse regulation of RPKs or RPPs. 

Moreover, vasculogenesis and angiogenesis are associ- 

30 ated with the growth of malignant solid tumors and metas- 
tasis. A vigorously growing cancer tumor requires a 
nutrient and oxygen rich blood supply to continue growing. 
As a consequence, an abnormally large number of capillary 
blood vessels often grow in concert with the tumor and act 



wo 98/07695 



PCWS97/14736 



55 

as supply lines to the tumor. In addition to supplying 
nutrients to the tumor, the new blood vessels embedded in 
a tumor provide a gateway for tumor cells to enter the 
circulation and metastasize to distant sites in the 
5 organism. Folkman, 1990, J. Natl. Cancer Inst, S2:4-6. 

Angiogenic and vasculogenic disorders are closely 
linked to the FLK protein kinase. FLK-1 is activated upon 
binding VEGF, a strong regulator for endothelial cell 
proliferation as well as normal and pathological angiogen- 
10 esis. Klagsburn and Soker, 1993, Current Biolo^ 
3:699-702. Thus, compounds that specifically inhibit the 
FLK protein kinase are potential anti-cancer agents as 
they may decrease the vasculature that nourishes tumors. 
These inhibitors will most likely result in minimizing and 
15 even obliterating solid tumors. In addition, compounds 
that specifically inhibit FLK will potentially represent 
a new generation of cancer therapeutics as they will most 
likely cause few side effects. These potential properties 
are a significant improvement over the currently utilized 
20 cancer therapeutics that cause multiple side effects and 
deleteriously weaken patients. 

In addition to cell proliferation, some RPKs and RPPs 
regulate the penultimate cellular functions, cell survival 
and cell death. Glial derived growth factor (GDNF) 
25 activates c-ret, for example, by bringing multiple c-ret 
receptors together into close proximity and promoting 
cross phosphorylation of the intracellular regions. 
Signal transduction molecules that form a complex with c- 
ret as a result of these phosphoryl moieties, such as grb- 
30 2, SOS, ras, and raf, propagate a signal in the cell that 
promotes neural survival. Thus, compounds that promote 
the interactions of these stimulatory molecules of c-ret 
would enhance the activity of c-ret. Alternatively, 
protein phosphatases can remove the phosphoryl moieties 
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placed on the intracellular region of c-ret in response to 
GDNF, and thus inhibit the signaling capability of c-ret. 
Thus compounds that inhibit phosphatases of c-ret will 
enhance the signaling capacity of c-ret. In the context 
5 of the present invention, the c-ret protein kinase could 
be activated by indolinone compounds that are modified 
with substituents, particularly at the 5 position of the 
oxindole ring. 

c-ret is implicated in the development and survival 

10 of enteric, synaptic, and sensory neurons and neurons of 
the renal system upon stimulation by GDNF. Lack of 
function mutations in c-ret can lead to Hirschsprung's 
disease, for example, which manifests itself as a decrease 
in intestinal tract innervation in patients. Thus, 

15 compounds that activate c-ret are potential therapeutic 
agents for the treatment of neurodegenerative disorders, 
including, but not limited to, Hirschsprung's disease, 
Parkinson's disease, Alzheimer's disease, and amyotrophic 
lateral sclerosis. Compounds that inhibit c-ret function 

20 are possible anti-cancer agents as over-expression of ret 
in cells is implicated in cancers, such as cancer of the 
thyroid. 

Pharmaceutical Compositions and Administration of Tndoli- 

25 none Compounds 

Methods of preparing pharmaceutical formulations of 
the compounds, methods of determining the amounts of 
compounds to be administered to a patient, and modes of 
administering compounds to an organism are disclosed in 

30 International Patent Publication No. WO 96/22976, pub- 
lished August If 1996 by Ballinari et al., which is 
incorporated herein by reference in its entirety, includ- 
ing any drawings. Those skilled in the art will appreci- 
ate that such descriptions are applicable to the present 
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invention and can be easily adapted to it. The mechanism 
of such action and possible uses for such compounds are 
described in International Patent Publication WO 96/40116, 
published December 19, 1996 by Tang et al, 
5 The compounds described herein can be administered to 

a human patient per se, or in pharmaceutical compositions 
where it is mixed with suitable carriers or excipient (s) . 
Techniques for formulation and administration of the 
compounds of the instant application may be found in 
10 "Remington's Pharmaceutical Sciences," Mack Publishing 
Co., Easton, PA, latest edition or in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
by Tang et al. 

Effective Dosage 

Pharmaceutical compositions suitable for use in the 
present invention include compositions wherein the active 
ingredients are contained in an amount effective to 
achieve its intended purpose. More specif ically, a 
therapeutically effective amount means an amount of 
compound effective to prevent, alleviate or ameliorate 
symptoms of disease or prolong the survival of the subject 
being treated. Determination of a therapeutically effec- 
tive amount is well within the capability of those skilled 
in the art, especially in light of the detailed disclosure 
provided herein and in International Patent Publication 
No. WO 96/40116, published December 19, 1996 by Tang et 
al. 

30 Packaging 

The compositions may, if desired, be presented in a 
pack or dispenser device which may contain one or more 
unit dosage forms containing the active ingredient accord- 
ing to the description provided in International Patent 



15 



20 



25 
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Publication No. WO 96/40116, published December 19, 1996 
by Tang et al . 

Examples 

5 The examples below are not limiting and are merely 

representative of various aspects and features of the 
present invention. The examples demonstrate methods of 
synthesizing indolinone compounds of the invention. The 
examples also demonstrate the specificity as well as the 
10 potency with which these compounds inhibit protein kinase 
function in cells. 

Example 1: Cginggufld Synthesis 

15 The compounds of the present invention may be synthe- 

sized according to known techniques such as those de- 
scribed in International Patent Publication No. WO 
96/40116, published December 19, 1996 by Tang et al. The 
following represent preferred methods for synthesizing the 

20 compounds of the claimed invention. 

(a) Preparation of 4-Methyl-2-oxindole. Diethyl 
oxalate (30 mL) in 20 mL of dry ether was added with 
stirring to 19 g of potassium ethoxide suspended in 50 mL 

25 of dry ether. The mixture was cooled in an ice bath and 
20 mL of 3-nitro-o-xylene in 20 mL of dry ether was slowly 
added. The thick dark red mixture was heated to reflux 
for 0.5 hr, concentrated to a dark red solid, and treated 
with 10% sodium hydroxide until almost all of the solid 

30 dissolved. The dark red mixture was treated with 30% 
hydrogen peroxide until the red color changed to yellow. 
The mixture was treated alternatively with 10% sodium 
hydroxide and 30% hydrogen peroxide until the dark color 
was no longer present. The solid was filtered off and the 
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filtrate acidified with €N hydrochloric acid. The result- 
ing precipitate was collected by vacuum filtration, washed 
with water, and dried under vacuum to give 9.8 g (45% 
yield) of l-methyl-6-nitrophenylacetic acid as an off- 
5 white solid. The sold was hydrogenated in methanol over 
10% palladium on carbon to give 9.04 g of the title 
compound as a white solid, 

(b) Preparation of 5-Nitro-2-oxindole- The 2- 
10 oxindole (6.5 g) was dissolved in 25 mL of concentrated 

sulfuric acid and the mixture maintained at -10 -15 **C 
while 2.1 mL of fuming nitric acid was added dropwise. 
After the addition of the nitric acid the reaction mixture 
was stirred at 0**C for 0.5 hr and poured into ice water. 
15 The precipitate was collected by filtration, washed with 
water and crystallized from 50% of the acetic acid. The 
final crystal was then filtered, washed with water and 
dried under vacuum to give 6.3g (70%) of 5-nitro-2- 
oxindole. 

20 

(c) Preparation of 5-Amino-2-oxindole . The 5-nitro- 
2-oxindole (6.3 g) was hydrogenated in methanol over 10% 
palladium on carbon to give 3.0 g (60% yield) of the title 
compound as a white solid. 

25 

(d) Preparation of 5-Fluoro-2-oxindole . 5-Fluoroi- 
satin (8,2 g) was dissolved in 50 mL of hydrazine hydrate 
and refluxed for 1 hr. The reaction mixtures were then 
poured in ice water. The precipitate was then filtered, 

30 washed with water and dried under vacuum oven to give 6.0 
g of 5-fluorO"2-oxindole (79% yield) . 

(e) Preparation of 5-Bromo-2-oxindole . 2 -Oxindole 
(1.3 g) in 20 mL of acetonitrile was cooled to -lO'^C and 



wo 98/07695 



PCT/US97/14736 



60 

2.0 g of N-bromosuccinimide was slowly added with stir- 
ring. The reaction was stirred for 1 hour at -lO'^C and 2 
hours at 0°C. The precipitate was collected, washed with 
water and dried to give 1.9 g (90% yield) of the title 
5 compound . 

( f ) Preparation 5-Carboxy-2-oxindole 

Step 1. Synthesis of 5-Methoxycarbonyl-2- 
oxindole . 5-Iodo-2-oxindole (17g) was refluxed with 2g of 

10 palladium diacetate, 18.15g of triethylamine, 150 mL of 
methanol, 15 mL of dimethylsulf oxide and 2.6 g of DPPP in 
an atmosphere saturated with carbon monoxide. After 24 
hours, the reaction was filtered to remove the catalyst 
and the filtrate concentrated. The concentrate was 

15 chromatographed on a silica gel in 30% ethyl acetate in 
hexane. The fractions containing product were concen- 
trated and allowed to stand. The precipitated product was 
collected by vacuum filtration to give 0.8g (7%) of the 
title compound as an off-white solid. 

20 Step 2: Synthesis of 5-Carboxy-2-oxindole . 5- 

Methoxycarbonyl-2-oxindole |lg) and Ig of sodium hydroxide 
in 20 mL of methanol was refluxed for 3 hours. The 
reaction mixture was cooled and concentrated to dryness. 
The residue was dissolved in water and extracted twice 

25 with ethyl acetate. The aqueous layer was acidified with 
6 N hydrochloric acid and the precipitated solid col- 
lected, washed with water, and dried to give 0.7g (78%) of 
the title compound as an off-white solid. 

30 (g) Preparation of 5-Carboxyethyl-2-oxindale 

Step 1: Synthesis of 5-Chloroacetyl-2- 
oxindole. Aluminum chloride (30.8 g) and 2-oxindole 
(S.Og) were added to 200 ml of carbon disulfide at room 
temperature and the mixture stirred. Chloroacetyl chlo- 
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ride {3.8 mL) was added and the stirring continued for 1 
hour. The mixture was heated to reflux for 3 hours, 
cooled and the solvent decanted. The residue was stirred 
in ice water until it became a solid suspension. The 
5 solid was collected by vacuum filtration, washed in water, 
and dried to give 7 . Og (90% yield) of the title compound. 

Step 2: Synthesis of 5-Chloroethyl-2-oxindole . 
5-Chloroacetyl-2-oxindole (7.0g) was added to 25 mL of 
trifluoroacetic acid and the mixture cooled in an ice bath 

10 with stirring. Triethylsilane (12.3 mL) was added 
dropwise over 2 minutes. The reaction was then stirred at 
room temperature for 4 hours and poured into ice water. 
Hexane was added, the mixture stirred vigorously, and the 
solid collected by vacuum siltation and washed with hexane 

15 to give 5.9g (91% yield) of the product as a white solid. 
Step 3: Synthesis of 5"Cyanoethyl-2-oxindole. 
Potassium cyanide (2.02 g) was added to 15 mL of 
dimethyl sulfoxide and heated to 90 °C 5-Chloroethyl-2- 
oxindole (3.0 g) dissolved in 5raL of dimethylsulf oxide was 

20 added slowly with stirring, and the reaction heated to 
150**C for 2 hours. The mixture was cooled, poured into ice 
water and the precipitate collected by vacuum filtration, 
washed with water, and dried to give crude product. The 
crude material was chromatographed on silica gel in 5% 

25 methanol in chloroform to give 1.2g (42% yield) of the 
title compound. 

Step 4: Synthesis of 5-Carboxyethyl"2- 
oxindole. 5-Cyanoethyl-2-oxindole (4.02g) in lOmL of 
water containing 25mL of concentrated hydrochloric acid 

30 was refluxed for 4 hours. The mixture was cooled, water 
added and the resulting solid collected by vacuum filtra- 
tion, washed with water and dried to give l,9g {44% yield) 
of the title compound as a yellow solid. 
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(h) Preparation of 3, 5-Dimethylpyrrol-2-carboxal- 
dehyde 

5-Cyanoethly-2-oxindoi€ (4.02g) in 10 mL of water 
containing 25mL of concentrated hydrochloric acid was 
5 refluxed for 4 hours. The mixture was cooled, water added 
and the resulting solid collected by vacuum filtration, 
washed with water and dried to give 1.9g (44% yield) of 
the title compound as a yellow solid - 

10 (i) Preparation of 3, 5-Dimethylpyrrol-2-carboal- 

dehyde 

To a solution dimethyl forraamide (80. 4g) and IL of 
dichloroethane at 0°C was added phosphorous oxychoride 
(153. 3g) over a few minutes and the reaction stirred for 

15 1-2 hr at 0**C 2, 4-Dimethylpyrrole (114.6g) was added 
dropwise to the above solution at temperature below 5**C. 
After the addition was complete the reaction was heated 
and the aqueous layer isolated and saved. The organic 
layer was extracted again with 300mL of water and the two 

20 aqueous layers combined. The aqueous phase was extracted 
with 200mL of dichloroethane and the organic layer dis- 
carded. The aqueous phase was cooled to 10**C and adjusted 
to pH 10 with 10% sodium hydroxide. The mixture was 
stirred at lO^'C for 2hr. The yellow solid was collected 

25 by vacuum filtration and washed thoroughly with water. 
The solid was dried at room temperature under vacuum to 
give 110. 8g (90% yield of 2, 4-dimethyl-5-f ormylpyrrole . 

(j) Preparation of 3, 5-Diethylpyrrol-2-carboxal- 
30 dehyde: 

The solution of 25. Og of 3, 5-heptanedione and 42. 3g 
of diethyl aminomalonate hydrochloride in 200 mL of acetic 
acid was heated to 95- 10°C for 1.25 hr. Sodium acetate 
was added and the reaction mixture was stirred for 5.35 hr 
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and cooled down for 4 hr. The salt was filtered and 
washed with acetic acid. The acetic acid solution was 
then concentrated and the residue poured into 800 mL of 
water. The yellow solid was filtered and dried in a 
5 vacuum oven overnight to give 36. Og of ethyl 3,5- 
diethlypyrrol-2-carboxalate as the orange liquid (92% 
yield) . 

Decarboxylation of ethyl 3, 5--diethylpyrro-2-carbo- 
xalate upon hydrolysis gave 2, 4-diethylpyrrole . The title 
10 compound was then synthesized via Vilsraeier formulation of 
2, 4-diethlpyrrole with the same condition used for the 
preparation of 3, 5-dimethylpyrrol-5"carboxaldehyde . 

(k| Preparation of 3,5"Diisopropylpyrrol-2-carboxal" 
15 dehyde 

The procedure was the same as the one for the prepa- 
ration of 3, 5-diethylpyrrol-2-carboxaldehyde except 
starting with 2, 6-diraethyl-3, 5-heptanedione. 

20 Example 2 : FLK Inhibition by Indolinone compounds of 
the Invention 

An enzyme linked immunosorbent assay (ELISA) was 
conducted to measure the catalytic activity of the FLK-1 
receptor and more specifically, the inhibition or activa- 
25 tion of indolinone compounds on the catalytic activity of 
the FLK~1 receptor. Specifically, the following assay was 
conducted to measure catalytic activity of the FLK-l 
receptor in FLiC-l/NIH3T3 cells. 

The materials and protocol for the FLK-1 ELISA assay 
30 are as described in International Patent Publication No. 
WO 96/40116, published December 19, 1996 by Tang et al . 

Selected compounds were tested in the FLK-1 ELISA 
assay. IC50 measurements are reported in the tables , 
Derivatives of 3- [ (indole-3-yl) methylene] -2-indolinone 
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compounds with a methyl substituent at the 1' position 
proved to be the most potent inhibitors of the group of 
compounds tested in the assay. 

5 Example 3: In Vitro RTK ftssayg 

The following in vitro assays may be used to deter- 
mine the level of activity and effect of the different 
compounds of the present invention on one or more of the 
RTKs. Similar assays can be designed along the same lines 
10 for any tyrosine kinase using techniques well known in the 
art • 

(a) Enzyme Linked Immunosorbent Assay (ELISA) 
Enzyme linked immunosorbent assays (ELISA) may be 
15 used to detect and measure the presence of tyrosine kinase 
activity. The ELISA may be conducted according to known 
protocols which are described in, for example, Volier, et 
ai., 1980, "Enzyme-Linked Immunosorbent Assay," In: Manual 
of Clinical Immunology, 2d ed., edited by Rose and Fried- 
20 man, pp 359-371 Am. Soc. Of Microbiology, Washington, 
D.C. 

The disclosed protocol may be adapted for determining 
activity with respect to a specific RTK. For example, the 
preferred protocols for conducting the ELISA experiments 
25 for specific RTKs is provided below. Adaptation of thes^e 
protocols for determining a compound's activity for other 
members of the RTK family, as well as other receptor and 
non-receptor tyrosine kinases, are within the scope of 
those in the art. 

30 

(i) FLK-1 ELISA 

An ELISA assay was conducted to measure the kinase 
activity of the FLK-1 receptor and more specifically, the 
inhibition or activation of protein tyrosine kinase 
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activity on the FLK-1 receptor. Specifically, the follow- 
ing assay was conducted to measure kinase activity of the 
FLK-1 receptor in FLK-1/NIH3T3 cells. 

5 Materials And Methods. 

Materials. The following reagents and supplies were 



used: 



10 



a. Corning 96-well ELISA plates (Corning Catalog 
No. 25805-96); 

b. Cappel goat anti-rabbit IgG (catalog no. 55641); 

c. PBS (Gibco Catalog No. 450-1300EB) ; 



15 d, TBSW Buffer (50 mM Tris (pH 7.2), 150 mM NaCl 

and 0.1% Tween-20) ; 

e. Ethanolamine stock (10% ethanolamine (pH 7.0), 
stored at 4**C) ; 



20 



25 



30 



f. HNTG buffer (20mM HEPES buffer (pH 7.5), 150mM 
NaCl, 0.2% Triton X-100, and 10% glycerol); 

g. EDTA (0.5 M (pH 7.0) as a lOOX stock); 

h. Sodium ortho vanadate (0.5 M as a lOOX stock); 

i. Sodium pyro phosphate (0.2M as a lOOX stock); 

j . NUNC 96 well V bottom polypropylene plates 
(Applied Scientific Catalog No. AS-72092) ; 

k, NIH3T3 C7#3 Cells (FLK-l expressing cells); 
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DMEM with IX high glucose L Glutamine (catalog 
No. 11965-050) ; 

FBS, Gibco (catalog no. 16000-028); 

L-glutamine, Gibco (catalog no. 25030-016); 

VEGF, PeproTech, Inc. (catalog no. 100-20) (kept 
as 1 pg/100 ]il stock in Milli-Q dHjO and stored 
at -20°C; 

Affinity purified anti-FLK-1 antiserum which can 
be obtained or purified as follows: 

1. Prepare a Tresyl-Activated Agarose/Flk-1- 
D column by incubating 10 ml of Tresyl- 
Activated Agarose with 20 mg of purified 
GST-Flk-l-D fusion protein in lOOmM so- 
dium bicarbonate (pH 9.6) buffer over- 
night at 4oC. 

2. Wash the column once with PBS. 

3 . Block the excess sites on the column with 
2 M glycine for 2 hours at 4oC. 

4. Wash the column with PBS. 

5. Incubate the column with Rabbit anti-Flk- 
ID production bleed for 2 hours at 4oC. 

6. Wash the column with PBS. 

7. Elute antiserum with 100 mM Citric Acid, 
pHS.O and neutralize the eluate immedi- 
ately with 2 M Tris, pH 9.0. 

8. Dialyize the eluate against PBS overnight 
at 4oC with 3 changes of buffer (sample 
to buffer ratio is 1:100). 



wo 98/07695 



PCT/US97/14736 



67 

9. Adjust the dialyized antiserum to 5% 
glycerol and store at -80oC in small 
aliquotes . 

5 q. UB4 0 monoclonal antibody specific for 

phosphotyrosine, {see, Fendley, et al., 1990, 
Cancer Research 1550-1558) ; 

r. EIA grade Goat anti-mouse IgG-POD (BioRad cata- 
10 log no, 172-1011) ; 

s . 2,2-azino-bis (3-ethylben2-thia2oline-6-sulfonic 
acid (ABTS) solution (lOOmM citric acid (anhy- 
drous), 250 mM NajHPO^ (pH 4.0), 0.5 mg/ml ABTS 
15 (Sigma catalog no. A-1888)), solution should be 

stored in dark at 4**C until ready for use; 

t. H2O2 (30% solution) (Fisher catalog no. H325) ; 

20. u. ABTS/H2O2 (15ml ABTS solution, 2 ]il H2O2) prepared 

5 minutes before use and left at room tempera- 
ture; 



V. 0.2 M HCl stock in H2O; 

25 

w. dimethylsulf oxide (100%) (Sigma Catalog No. D- 
8418); and 



X. Trypsin-EDTA (Gibco BRL Catalog No. 25200-049) . 
30 Protocol. The following protocol was used for 

conducting the assay: 

1. Coat Corning 96-well elisa plates with l.Ojig per 
well Cappel Anti-rabbit IgG antibody in 0,1M Na2C03 pH 9.6. 
Bring final volume to 150 pi per well. Coat plates 
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overnight at 4**C, Plates can be kept up to two weeks when 
stored at 4°C. 

2. Grow cells in Growth media (DMEM, supplemental 
with 2.0niM L-Glutamine, 10% FBS) in suitable culture 

5 dishes until confluent at 37°C, 5% COj. 

3. Harvest cells by trypsinization and seed in 
Corning 25850 polystyrene 96-well roundbottom cell plates, 
25.000 cells/well in 200vil of growth media. 

4. Grow cells at least one day at 37°C, 5% COj. 
10 5. Wash cells with D-PBS IX. 

6. Add 200vil/well of starvation media (DMEM, 2.0mM 
l"Glutamine, 0.1% FBS). Incubate overnight at 37**c, 5% 

7. Dilute Confounds/Extracts 1:20 in polypropylene 
15 96 well plates using starvation media. Dilute 

dimethyisulf oxide 1:20 for use in control wells. 

8. Remove starvation media from 96 well cell 
culture plates and add 162 |il of fresh starvation media to 
each well. 

20 9. Add IBpl of 1:20 diluted Compound/Extract 

dilution (from step 7) to each well plus the 1:20 
dimethylsulfoxide dilution to the control wells (+/- 
VEGF) , for a final dilution of 1:200 after cell stimula- 
tion. Final dimethylsulfoxide is 0.5 %. Incubate the 

25 plate at 37**^ 5% COj for two hours. 

10. Remove unbound antibody from ELISA plates by 
inverting plate to remove liquid. Wash 3 times with TBSW 
+ 0.5% ethanolamine, pH 7.0. Pat the plate on a paper 
towel to remove excess liquid and bubbles. 

30 11. Block plates with TBSW + 0.5% Ethanolamine, pH 

7.0, 150 \xl per well. Incubate plate thirty minutes while 
shaking on a microtiter plate shaker. 

12. Wash plate 3 times as described in step 10. 
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13. Add 0.5pg/well affinity purified anti-FLU-1 
polyclonal rabbit antiserum. Bring final volume to 
150pl/well with TBSW +0.5% ethanolamine pH 7.0. Incubate 
plate for thirty minutes while shaking. 
5 14. Add 180 pi starvation medium to the cells and 

stimulate cells with 20pl/weli IG.OmM sodium ortho vana- 
date and 500 ng/ml VEGF (resulting in a final concentra- 
tion of l.OmM sodium ortho vanadate and 50ng/ml VEGF per 
well) for eight minutes at 37*'C, 5% C02- Negative control 
10 wells receive only starvation medium. 

15. After eight minutes, media should be removed 
from the cells and washed one time with 200pl/well PBS. 

16. Lyse cells in ISOpl/well HNTG while shaking at 
room temperature for five minutes. HNTG formulation 

15 includes sodium ortho vanadate, sodium pyro phosphate and 
EDTA. 

17. Wash ELISA plate three times as described in 
step 10. 

18. Transfer cell lysates from the cell plate to 
20 elisa plate and incubate while shaking for two hours. To 

transfer cell lysate pipette up and down while scrapping 
the wells. 

19. Wash plate three times as described in step 10. 

20. Incubate ELISA plate with 0.02pg/well UB4 0 in 
25 TBSW + 05% ethanolamine • Bring final volume to 

150pl/well. Incubate while shaking for 30 minutes. 

21. Wash plate three times as described in step 10. 

22. Incubate ELISA plate with 1:10,000 diluted EIA 
grade goat anti-mouse IgG conjugated horseradish peroxi- 

30 dase in TBSW + 0.5% ethanolamine, pH 7.0. Bring final 
volume to 150pl/well. Incubate while shaking for thirty 
minutes. 

23. Wash plate as described in step 10. 
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24. Add 100 ]xl of ABTS/H2O2 solution to well. 
Incubate ten minutes while shaking , 

25. Add 100 pi of 0.2 M HCl for 0.1 M HCl final to 
stop the color development reaction. Shake 1 minute at 

5 room temperature. Remove bubbles with slow stream of air 
and read the ELISA plate in an ELISA plate reader at 410 
nm. 

(ii> HER-2 ELISA 

HER-2 ELISA assays are described in International 
Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. 

(iii) PDGF-R ELISA 

A PDGF-R ELISA is described in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
by Tang et al. 

(iv) IGF-I ELISA 

The IGF-I ELISA protocol described in International 
Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. may be used to measure phosphotyrosine 
level on IGF-I receptor, which indicates IGF-I receptor 
tyrosine kinase activity. 

(v) EGF Receptor ELISA 

EGF Receptor kinase activity (EGFR-NIH3T3 assay) in 
whole cells was measured as described in International 
Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. 

(vi) Cellular Insulin Receptor ELISA 
The protocol described in International Patent 

Publication No. WO 96/40116, published December 19, 1996 
by Tang et al. was used to determine whether the compounds 
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of the present invention possessed insulin receptor 
tyrosine kinase activity. 



(vii) EGFR ELISA ASSAY 
5 Purpose 

To provide a consistent method for measuring the in 
vitro kinase activity of the EGFR in an Enzyme-linked 
immunosorbent assay (Eiisa) . 

Scope. The following protocol describes the proce- 
10 dures used to analyze protein tyrosine kinase activity on 
the EGFR in an Elisa. The procedure also describes the 
protocol for the initial screening of drugs for inhibition 
or activation of protein tyrosine kinase activity. 
Reagents and Supplies. 
15 1. Corning 96-well Elisa plates 

Corning Catalog #25805-96 
2. 05-101 monoclonal anti-EGFR antibody (commer- 
cially available from UBl) 

-80" C, 1 ml aliquots 

PBS (Dulbecco's Phosphate-Buffered Saline) 
Gibco Catalog # 450-1300EB 
Formulation: 2.7 mM KCL 

1.1 mM KH2PO4 
0.5 mM MgClj (anhydrous) 
138 mM NaCl 
8.1 mM Na2HP04 

TBST Buffer 
Formulation: 50 mM Tris pH 7.2 
150 mM NaCl 
0.1% Triton X-100 
Blocking Buffer 

Formulation: 5% Carnation Instant Milk in PBS 
A431 cell lysate 



20 



25 



30 
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A431 cells are available from a variety of 
commercial sources and may be used lysed using conven- 
tional methods known to those skilled in the art or as 
described for lysis of the 3T3 cells in the EGF cellular 
5 assay described herein. -80** C, 1 ml aliquots 

7. TBS Buffer 

Formulation: 50 mM Tris pH 7.2 
150 mM NaCl 

8. TBS +10% DMSO 

10 Formulation: 10% DMSO in TBS Buffer 

(DMSO from Sigma, Catalog # D-2650) 

9. ATP/MnClj phosphorylation mix 
Formulation: 0.03 mM ATP 

(Adenosine-5 '-triphosphate, Sigma Catalog 

15 #A-5394) 

50 mM MnClz 

Make fresh in autoclaved Milli-Q H20 immediately 

before use 

Keep on ice until use 
20 10. NUNC 96-well V bottom polypropylene plates 

Applied Scientific Catalog # AS-72092 

11. EDTA 

Formulation: 200 mM EDTA pH 8.0 

12. Rabbit polyclonal anti-phosphotyrosine serum or 
25 UB40 monoclonal antibody specific for phosphotyrosine or 

UBI's mab 4 610, Upstate Biotechnology, Lake Placid, New 
York, Catalog # 05-321 

- 80*" C, 1 ml aliquots 

Thaw 1 ml vial and aliquot in smaller volumes to 
30 store at - 80° C 

Antiserum is stable for weeks when thawed and 
stored at 4 C 

13. Goat anti-rabbit IgG peroxidase conjugate 
Biosource Catalog # ALI0404 
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14. ABTS Solution 

Formulation: 100 mM Citric Acid (anhydrous) 
250 mM Na2HP04 pH 4.0 
0.5 mg/ml ABTS 

5 {2,2' -azino-bis {3-ethylbenzthia2oline-6-sulf onic 

acid) 

(Sigma Catalog # A-1888) 

Keep solution in dark at 4 C until ready to use 

15. Hydrogen peroxide 30% solution 
10 Fisher Catalog # H325 

Store in the dar)c at 4 C until ready to use 

16. ABTS/H2O2 

Formulation: 15 mis ABTS solution 
2 ul H2O2 

15 Prepare 5 minutes before use and room tempera- 

ture 

17. 0.2 M HCL stock in H2O 
Procedure . 

1. Coat Corning 96-well elisa plates with 0.5 ug 
20 per well 05-101 antibody. 

Bring final volume to 100 ul per well with PBS. 
Coat plates overnight at 4° C. 

2. Remove unbound 05-101 from wells by inverting 
plate to remove liquid. 

25 Wash Ix with distilled H20 by filling wells 

Pat the plate on a paper towel to remove excess 

liquid, 

3. Block plates with 5% milk in PBS. 
150 ul per well. 

30 Incubate plate 30 minutes while shaking on a 

microtiter plate shaker. 

4. Wash plate 3x with dionized water, then once 
with TBST 
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5* Add 7 ug A431 cell lysate per well (EGFR 
source) . 

Add PBS to final volume of 100 ul per well 
Incubate 30 minutes while shaking. 
5 6. Wash as described in step 4. 

7. At this point, drugs or extracts are added to 
the wells. 

Dilute drugs/extracts 1:100 (unless specified 
otherwise) in TBS + 10% DMSO in 96-well polypropylene 
10 plates. 

Add 120 ul TBS to ELISA plate containing cap- 
tured EGFR, 

Add 13.5 ul diluted drugs/extracts to ELISA 

plate . 

15 To control wells (wells which do not receive any 

drug) add 135 ul TBS 
+ 1% DMSO. 

Incubate plate 30 minutes while shaking. 

8. Add 15 ul of 0.03 mM ATP 50 mM MnClz phosphory- 
20- lation mix directly to all wells except negative control 

well which does not receive ATP/MnClz (see diagram) . 

(150 ul final volume in well with 3 uM ATP/5 mM 
MnC12 final concentration in well.) 

Incubate 5 minutes while shaking vigorously . 
25 ♦NOTE: It is critical that ATP/MnC12 

phosphorylates the receptor for 5 minutes only. 
It is best to add the ATP/MnClz with an 12 channel pipettor 
1 row at a time leaving 20 seconds between each row so 
that the reaction may be stopped with EDTA exactly 5 
30 minutes later (this depends on the number of plates being 
phosphorylated in one batch) . Shake between each addi- 
tion. 

9. After 5 minutes, to stop reaction, add 16.5 ul 
of 200 mM EDTA pH 8.0 for 20 mM final in well, shaking 
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10, 



15 



20 



25 



30 



continuously between each addition. This is done using 
the same timing method as above. After last row has 
received EDTA, shake plate an additional minute. 

10. Wash 4x with deionized water, twice with TEST. 

11. Add rabbit polyclonal anti-phosphotyrosine 



serum. 



12. 
13. 
antibody. 



Dilute 1:3000 in TBST. 
Add 100 ul per well. 

Incubate 30-45 minutes while shaking. 

Wash as described above in step 4. 

Add BioSource anti-rabbit peroxidase conjugate 



Dilute 1:2000 in TBST- 

Add 100 ul per well. 

Incubate 30 minutes while shaking. 

14. Wash as described in step 4. 

15. Add 100 ul of ABTS/H2O2 solution to well. 
Incubate 5 to 10 minutes while shaking. 
Remove bubbles 

16. If necessary stop reaction with the addition of 
lOOul of 0.2M HCl per well 

17. Read assay on Dynatech MR7000 elisa reader. 
Test Filter: 410 nM 

Reference Filter: 630 nM 

(b) Cell Growth Assays 

The cell growth assays described in International 
Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. may be conducted to measure the effect 
of the claimed compounds upon cell growth as a result of 
the compound's interaction with one or more RTKs. 



(vi) Assay Measuring Phosphorylating Function of Raf 
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The following assay reports the amount of RAF-cata- 
lyzed phosphorylation of its target protein MEK as well as 
MEK's target MAPK, The RAF gene sequence is described in 
Bonner et al., 1985, Molec. Cell, Biol. 5: 1400-1407, and 
5 is readily accessible in multiple gene sequence data 
banks. Construction of the nucleic acid vector and cell 
lines utilized for this portion of the invention are fully 
described in Morrison et al., 1988, Proc. Natl. Acad. Scl. 
USA 85: 8855-8859. 

10 

Materials and Reagents 

1. Sf9 ISpodoptera frugiperda) cells; GIBCO-BRL, 
Gaithersburg, MD, 

2. RIPA buffer: 20 mM Tris/HCl pH 7.4, 137 mM NaCl, 
15 10 % glycerol, 1 mM PMSF, 5 mg/L Aprotenin, 0.5 % Triton 

X-100; 

3. Thioredoxin-MEK fusion protein (T-MEK) : T-MEK 
expression and purification by affinity chromatography 
were performed according to the manufacturer's procedures, 

20 Catalog* K 350-01 and R 350-40, Invitrogen Corp., San 
Diego, CA 

4. His-MAPK (ERK 2); His-tagged MAPK was expressed 
in XLl Blue cells transformed with pUClS vector encoding 
His-MAPK. His-MAPK was purified by Ni-affinity chromatog- 

25 raphy. Cat# 27-4949-01, Pharmacia, Alameda, CA 

5. Sheep anti mouse IgG: Jackson laboratories. West 
Grove, PA Catalog, » 515-006-008, Lot# 28563 

6. RAF-1 protein kinase specific antibody: URP2653 
from UBI . 

30 7, Coating buffer: PBS; phosphate buffered saline, 

GIBCO-BRL, Gaithersburg, MD 

8. Wash buffer: TBST - 50 mM Tris/HCL pH 7.2, 150 
mM NaCl, 0.1 % Triton X-100 

9. Block buffer: TBST, 0.1 % ethanolamine pH 7.4 
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11. Kinase buffer (KB): 20 mM Hepes/HCl pH 7.2, 150 
mM NaCl, 0.1 % Triton X-100, 1 mM PMSF, 5 mg/L Aprotenin, 
75 pM sodium ortho vanadate, 0.5 mM DTT and 10 mM MgClj. 

5 12. ATP mix: 100 mM MgClj, 300 ]M ATP, 10 pCi y-"P 

ATP (Dupont-NEN) /mL. 

13. Stop solution: 1 % phosphoric acid; Fisher, 
Pittsburgh, PA. 

14. Wallac Cellulose Phosphate Filter mats; Waliac, 
10 Turku, Finland, 

15. Filter wash solution: 1 % phosphoric acid. 
Fisher, Pittsburgh, PA. 

16. Tomtec plate harvester, Wallac, Turku, Finland. 

17. Wallac beta plate reader # 1205, Wallac, Turku, 
15 Finland. 

18. NUNC 96-well V bottom polypropylene plates for 
compounds Applied Scientific Catalog # AS-72092. 

Procedure 

20 All of the following steps are conducted at room 

temperature unless specifically indicated. 

1. ELISA plate coating: ELISA wells are coated with 
100 pL of Sheep anti mouse affinity purified antiserum 
(Ipg/lOOpL coating buffer) over night at 4 ''C. ELISA plates 

25 can be used for two weeks when stored at 4 **C. 

2. Invert the plate and remove liquid. Add 100 pL 
of blocking solution and incubate for 30 min. 

3. Remove blocking solution and wash four times 
with wash buffer. Pat the plate on a paper towel to 

30 remove excess liquid, 

4. Add 1 pg of purified Sumo 22 to each well and 
incubate for 1 hour. Wash as described in step 3. 

5. Thaw lysates from RAS/RAF infected Sf9 cells and 
dilute with TEST to 10 pg/100 pL. Add 10 pg of diluted 
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lysate to the wells and incubate for 1 hour. Shake the 
plate during incubation. Negative controls receive no 
lysate. Lysates from RAS/RAF infected Sf9 insect cells 
are prepared after cells are infected with recombinant 
5 baculoviruses at a MOI of 5 for each virus, and harvested 
4 8 hours later. The cells are washed once with PBS and 
lysed in RIPA buffer. Insoluble material is removed by 
centrifugation (5 min at 10 000 x g) . Aliquots of lysates 
are frozen in dry ice/ethanol and stored at - 80 until 
10 use. 

6. Remove non-bound material and wash as outlined 
above (step 3) • 

7, Add 2 pg of T-MEK and 2 \ig of His-MAPK per well 
and adjust the volume to 40 pL with kinase buffer. 

15 8. Predilute compounds (stock solution 10 mg/mL 

DMSO) or extracts 20 fold in TBST plus 1% DMSO, Add 5 pL 
of the prediluted compounds /extracts to the wells de- 
scribed in step 6. Incubate for 20 min. Controls receive 
no drug . 

20 9. Start the kinase reaction by addition of 5 pL 

ATP mix; Shake the plates on an ELISA plate shaker during 
incubation . 

10. Stop the kinase reaction after 60 min by addi- 
tion of 30 pL stop solution to each well. 

25 11. Place the phosphocellulose mat and the ELISA 

plate in the Tomtec plate harvester . Harvest and wash the 
filter with the filter wash solution according to the 
manufacturers recommendation. Dry the filter mats. Seal 
the filter mats and place them in the holder. Insert the 

30 holder into radioactive detection apparatus and quantitate 
the radioactive phosphorous on the filter mats. 

Alternatively, 40 pL aliquots from individual wells 
of the assay plate can be transferred to the corresponding 
positions on the phosphocellulose filter mat. After air- 
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drying the filters, put the filters in a tray. Gently 
rock the tray, changing the wash solution at 15 min 
intervals for 1 hour. Air-dry the filter mats. Seal the 
filter mats and place them in a holder suitable for 
5 measuring the radioactive phosphorous in the samples. 
Insert the holder into a detection device and quantitate 
the radioactive phosphorous on the filter mats. 

(c) Toxicity and Animal Models 

10 Measurement Of Cell Toxicity and In Vivo Animal 

Models are described in International Patent Publication 
No. WO 96/40116, published December 19, 1996 by Tang et 
al. 

(d) MET Biochemical Kinase Assay 

15 A met biochemical kinase assay may be performed for 

met generally as described above for other kinases by 
substituting that or the other kinases. In particular, 
ELISA plates are coated with goat anti -rabbit Fc antibod- 
ies, which are used to capture commercially available 

20 (from Santa Cruz Biotechnology) rabbit polyclonal antibod- 
ies to the cytoplasmic domain of human MET. Lysates are 
made from 293T cells that have been transiently 
transfected with a chimeric receptor composed of the 
extracellular domain of the EGFr and the transmembrane and 

25 cytoplasmic domain of the MET receptor, or from NCI-H441 
cells (a human lung adenocarcinoma cell line) which 
express high endogenous levels of MET. The chimeric 
receptors, or MET, from these lysates are captured on the 
antibody coated plates. After washing away extraneous 

30 proteins, test compounds are added and an in vitro kinase 
assay is performed by addition of an appropriate kinase 
buffer (containing ATP, divalent metal ions, etc.). 
Incorporation of phosphate into the captured receptors is 
detected with an anti-phosphotyrosine antibody conjugate 
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with horse radish peroxidase using TMB as a substrate for 
colorimetric detection. 

The present invention is not to be limited in scope 
by the exemplified embodiments which are intended as 
5 illustrations of single aspects of the invention. Indeed, 
various modifications of the invention in addition to 
those described herein will become apparent to those 
skilled in the art from the foregoing description and 
accompanying drawings. Such modifications are intended to 
10 fall within the scope of the appended claims. 

All references cited herein are hereby incorporated 
by reference in their entirety. 

Other embodiments are within the following claims. 
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TABLE 2 



FLK 
Kinase 
IC50 
(HM) 


STRUCTURES 


0,7 




7.7 




2.5 




1 4 




13 
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TABLE 3, SHEET 1 OP 3 " 



NUMBER i ID STRUCTURE 




2 1 ind/ald-002 i 

I 1 ^. 


3 j ind/ald-003 i OC^^O 

1 I 6 


4 


ind/ald-004 




5 


jnd/ald-005 

1 
1 




6 1 ind/ald-006 ! 

i 1 0^ 


7 ; incl/ald-007 




8 ; ind/ald*008 | 

i 1 




9 


ind/ald*009 




10- 


ind/ald-010 ''"XXjX^ 
1 ^ 


" ! 
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ind/aid-O1 1 i ^CCJ 



wo 98/07695 



PCT/US97/14736 



85 

TABLE 3, SHEET 2 OF 3 



12 


j ind/ald-012 
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! 






t3 
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! ind/ald-013 


1 CO 
i }~0 


M 


1 

* ind/atd-014 


■ d 


1 5 


ind/ald-015 




16 


ind/aid-016 




17 


; ind/atd-017 




18 


ind/ald-018 




19 


md/ald-019 




20 


• ind/ald-020 


CHt 


21 
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i 
1 

t 
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22 
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1 Cri9 


23 


j indyald-023 


CM. 



wo 98/07695 



86 



PCTAJS97/14736 



TABLE 3, SHEET 3 OF 3 



24 , ind/ald-024 j ""^s^^^-^ch, 

25 ' ind/ald-025 ! 
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TABLE 4, SHEETi x OF 3 



NUMBER 


CORP ID 
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TABLE 4, SHEL'i 3 OF 3 
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25 
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26 
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TABLE 5 



Structure 
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TABLE 6 



FLK 
Kinase 
IC50 
(jiM) 


STOUCUIRES 
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TABLE 7 



Structure 
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TABLE 9 (SHEET 1 OP 5) 

3-((pyrroI-2-yl)methylidenyl]-5-suIfonyl-2-indolinone 
5 3-[(2,4-dimethylpyrrol-5-yl)methylidenyl]-5-sulfonyl-2-indolinone 

3-((2,4-dirnethy!-3-ethoxycarbonyIpyiTol-5-yl)methy!idenylI-5-sulfonyl-2-indolinone 
3-((2-melhyllhien-5-yl)methy!idenyl]-5-sulfonyl-2-indolinone 
3^(3-methyithien-2-yl)methy^idenyl]-5-sulfonyl-2^ndo^inone 
3-((4.5.6.7-tetrahydroindol-3-yl)methylidenyl]* 5-suironyl*2-indoIinone 

10 

34{pyrrol-2-yl)methylidenyl]'5-aminosulfQnyl-2-indoIinone 
3^(2,4-dimethyIpyrrol-5-yl)niethylldenyl]-5-aminosulfonyl-2-IndoIinone 
3^(2,4KJimethyl-3-ethoxycarbonylpyrrol-5-yi)methylidenyi]-6-aminosulfonyl-2^ 
3^(2-methylthien•5-yOmethylidenyl)-5-aminosulfony^2-indolinone 
15 3-((3-methyimien-2-yl)methylidenyll-5-aminosulfonyl-2HndoIinone 

3-{(4,5,6J-tetrahydroindol-3-yl}methylideny[]-5-amtnosulfonyl-2-indoGnone 

3-{(pyrrol-2-yl)methylidenyl]-5-niethoxycarbonyl-2-indoIinono 
3^(2,4^iirnethylpyrrol-5-yl)methylidenylJ-5-methoxycarbonyl-2-indolino^ 
20 3-[(2,4<fimethylO-€'thoxycarbonylpyfroI-5-yl)melhylidenylI-5wn^ 
3^(2-methyllhien'5-yOn^«thylidenyIJ•5-methoxycart)ony^-2-indoli 
3^(3-methylthien-2-yl)rnethyIidenyl]-5-rnethoxycart)onyl-2-indoIinone 
3^{4.5.674etrahydroindol-3-yl)methylidenyIJ-5-metho)cycart5onyl-2-indo!inone 

2 5 3-((pyrrol-2*yl)methylidenyq-5-diethanolamin(>-2-indotinone 

34(2,4Kj^methytpyrTo^^yO^)ethyl^denyl}•5-diethanola^^no-2•^^^ 
3^(2,4-dimethyl-3-ethoxycart)onyfpyfTOl-5-yl)m6lhylWeny^ 
3-{(2-methytthien-5-yt)methyGdenyt]-5-diethanolamtno*2-bdolinone 
3-[(3-methylthjen-2-yl)methyndenyl}-5Kliethanolamino-2-indolinone 

30 3-[(4.5.6J-tetrahydroindol-3-yt)methylidenyi]-5-<ii6thanolarnino-2Hndolinone 

3^(pyrTOl-2-yl)meUiylrdenyfl-5-(2.3KJihydroxypropylamino)-2-indo 
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TABLE 9 (SHEET 2 OP 5) 

5 3^(2,4KJimethylpyrroI-5-yl)methyIidenyll-5-(2.3-dihydroxyprapylam^^^ 

3^(2,4-dimethyl-3-ethoxycarbonyipyfrol-5-yi)methylidenyl]-5H2,3-dihydroxypropylamino)-2- 
indotinone 

3-((2-methyllhien-5-yl)rnethylidenyll-5-(2.3-dihydroxypropylaminQ)-2-indolinone 
3-((3-methyllhien-2-yl)methylidenyll-5-(2,3-dihydroxyprapylamino)-2-lndoIinone 
10 34(4.5,6 J-tetrahydfoindol-3-yl)methytidenyll-5-(2.3-dihydro)cypropylarnino)-2- 

3-[(pyiTOl-2-yl)methylidenylI-5-ureido-2-indolinone 
3-[(2.4-dimethylpyrroK5-yl)methylidenyI]-5Hireido-2-indolinonQ 
3-{(2,4<limethyl-3-ethoxycart)onylpyrrd-5-yl)methyUdenylI*5Hireklo^^^ 
15 3-[(2-melhyllhien-5-yl)methylidenyl]-5-ureido-2-indoUnone 
3-[(3-methylthien-2-yl)methylidenyl]-5-ureido-2*indolinone 
3-{(4,5,6,7-tetrahydroindol-3-yl)methylidenyl)-5-ureido-2-indo!inone 

2 0 34(pyfrol-2-yl)methylkienyl]-5-guanidino-2-indolinone 

34(2,4^Jimethylpyrrol-5^l)methylidenyl]-5-guanidino-2-indoiinon^ 
3H(2.4Kiimethyl-3-etho)cycart>onylpyrrol-5-yl)methylidenyQ-5-guanid 
3-[(2-methylthuen-5*yl)methyfjdenyq-5-guanidin(>-2HndoIinon6 
3-{(3-fTvethyithien-2-yl)melhylidenyi]-5-9uanidino-2-indolinone 

25 3.{(4,5,67*tetrahydroindol-3-yl)melhylidenylI-5-guanidino-2-indolinone 

34(pyrrol-2-yl)methylidenylK5-glyceroylamido-2-indolinone 
3-((2,4-dimemylpyfTOl-5-yl)methyliderTyl]-5-glycefoylamido-2-indolin 
34(2,4-dimethyl-3-€lhoxycart)onylpyrrol-5-yl)methytidenyll-5-gIyceroyiamid<^^^ 
30 3-((2-methylthien-5-yl)methylidenyll-5-glyceroy!amido-2-indoynone 
3-I(3-methylthien-2-yl)methy«denyll-5-glyccroytamido-2-indolinone 
3-[(4.5.6J4etrahydroindol-3-yl)methylidenyl]-5-glyceroylanrudo-2-indoIinone 
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TABLE 9 (SHEET 3 OP 5} 



5 3-((pyrrol-2-yl)methylidenyl]-5-[(3-piperi<jinyl)propanoylanriinol-2-indolinone 

3^(2.4^1imethylpyrroI-5-yl)methylidenylJ-5^(3-piperidinyl)propanoylamino]-2-indottnone 
3^(2.4KlimemyW-emoxycafbonylpyrrol-5-yl)melhylidenyi]-5-[(3-piperidjnyl)propanoylami^ 
indolinone 

3-[(2-nr^thylthien-5-yt)methylideny)]-5-[(3-ptperidinyl)propanoylamtnoI-2*indolinone 
10 3^(3-methylthien-2-yl)nrwthylidenyll-5^{3-piperidinyl)propanoylaminoI-2H 
3-[(4.5,67*tetrahydroindol-3*yl)methyIidenyl]-5<{(3-pipendinyl)propan^^ 

3-{(pyrroI-2-yl)methylidenylJ-5-mesy!amino-2-indolinono 
3*((2,4-dimethylpyrrok5-yl)me%ydenyi]-5HTOsylaminc>-2-indoynon^ 
15 3-((2.4-dimethyl-3-ethoxycartx3ny{pyn'ol*5-yOrnethylideriyn-5-mesy]an^ 
34(2-methylthien-5-yl)methyfidenylJ-5-nTesylaminc>-2-indolinon8 
3-[(3-methylthlen-2*yl)nnethylidenyl]-5-rnesylamin(>-2-lndolinone 
34(4.5,67-tetrahydroindol-3-yl)methylidenyO-5-mesylamino-2-indonnone 

20 3-[(pyrrol-2-yl)methylidenyq-5-gtycoloyto)(y-2-indofinone 

34(2.4-dimethylpyrrol-5-yOmethylidenyl]*5-glycotoybxy-24ndolin 

3-{(2.4-dimethyl^thoxycartx}nylpyrrol-5-yl)methylkienyl]*5-gtycotoylox^ 

3"^(2-methylthien-5-yl)methyydenyl]'5-glycoloyloxy-2-indolinon8 

3-{(3-methyJthien-2-yOmethytidenyt]-5-gtya}loyloxy-2-trKjolinon8 
25 3-[(4,5«6J-tetrahydrolndoU3-yl)methyHdenyl]-5-glycoloytoxy-2-lndonno^ 

3-((pyrrol*2«yl)me%l[denyq*5*(2,3Kjihydroxypropoxy)-2Hndolmon^ 
3H(2.4-dirnethylpyrrot-5-yt)methyBdenyl]-5-(2,3Klihydroxypro 
3^(2,4Kjirnethyl-3-etho)cycartx3nylpyfTOl-5-yl)nr«thylidenyl}-5^^ 
30 e 

3-[(2-methylthien-5-yl)methytideny!I-S-(2,3Kiihydroxypropoxy)-2*indalindn6 
3-{(3-me%fthien-2-yl)methytidenyl)-5-(2,3Klihydroxypropoxy}-2-i^^^ 
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TABLE 9 (SHEET 4 OF 5) 

3-[(4,5.67-tetrahydroindolO-yl)melhylidenyl]-5-(2,3KJihydroxypropoxy)-2-indoIin 

3-((pyrrol-2-yl)methylidenyll-5-aminomethyl-2-indolinone 

3^(2,4-dimethylpyrrol-5-yl)rnelhylidenyl]-5-aminomethyl-2-indolinone 

3^(2,4-dimethyl-3-€tho)cycarbonylpyrrol-5-yl)methylidenyl]-5-aminomethy 

3^(2-rnelhyllhien-5-yl)melhylidenyl]-5-a(Tiinomethyfc-2-indolinone 

3H(3-rnethyllhieri-2-yl)methylidenyll-5-aminofnelhyl-2-indolinone 

3^(4,5.6J-tetrahydroindol-3-yl)methyIidenyl]-^minomethyl-2-indolinon^ 

3-[(pyrrol-2-yl)melhylidenyl]-5*arnidino-2*indolinone 

3-{(2,4<iirTvethylpyrrol-^-y))methylidenyfI-5-arnidino^^ 

3-((2,4^1im6thyl-3-ethoxycart)onytpyiTot-5-yl)methyliden^ 

3^(2-melhyimien-5-yl)melhylidenyll-5-amidino-2-ind6rinone 

3-((3-methylthien-2-yl}rnethylidenyq*5«anrydino-2HndoUn^ 

3^(4,5.6 J-tetrahydroindoW-yl)memylid€nyl[-5-arnidino-2-lndoli^^^ 

3-((pyrrol-2-yl)methylidenyl]-5-hydroxymethyl-2-indo«none 

3^(2.4^imethylpyrrol-5-yl)methyUdenyll5-liydfOxymethyl-2-indolinone 

3-((2,4-dlmethyW-ethoxycarbonylpyrrol-5-y!)methylidenyl- 5-hydroxymethyI-2-indolinone 

3^(2-methylthien-5-yl)memylidenyll-5-hydroxyrnemyi-2-indolino^ 

3H(3-methyJthien-2-yi)memylidanyO-5-hydroxym6thyl-2-indolin(^ 

3^(4,5,6 J4etrahydroindol-3-yl)memylklenyn-54iydroxymelhyl-2Hndoliaone 

3^{pyrrol-2-yl)rnelhylidenyl|^phosphorK)0)cy-2-irKiolw^ 
3^(2,4Klimethylpyrrol-5-yl)melhylidenyO-5-phosphonooxy-2-indolinone 

34(2,4Kiimethyl-**thoxycart)onylpyrrol-5-yOrnethyBdenyn^ 
3-[(2-melhyllhien-5-yl)melhylidenylJ-5-phosphonooxy-2-indoIinona 
3-[{3-methyllhien-2-yI)methyiidenyll-5-phosphonooxy-2-indolinone 
34(4.5.6J-tetrahydroindol-3-yl)methylidenyl]-5-phosphonooxy-2-lndolinone 
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TABLE 9 (SHEET 5 OF 5) 



5 3-{(pyrrol-2-yl)methylidenyl]-5-ethoxycart>onyl-2-indolinone 

3-[(2.4-dimethylpyrrol-5-yl)methylidenyi]-5-€thoxycarbonyl-2-indoiinone 
3-((2,4-<limethyl-3-€thoxycarbonylpyrrol-5-yI)methylidenyl]-5-emoxycart>onyl-^ 
3-{{2-methylthien-5-yl)nriethylidenyl]-5-ethoxycarbonyl-2-indoiinone 
3-((3-methylthien-2-yl)methyrtdenyl]-5-€thoxycarbony|.2-indoIinono 
10 3-[(4.5,67-letrahydroindol-3-yf)methylidenylI-5-^lhoxycarbonyl-2-indolinone 

3-l(pyrTol-2-yl)methyIidenyl]-5-ben2yloxycarbonyl-2-indoIinone 
3-I(2.4-dimethylpyrrol-5-yl)memylidenyl}-5-ben2yloxycarbonyl-2-m^ 
34(2.4KJimemyl-3-€thoxycarbonylpyrrol-5-yl}methylidenyIlH5-benzylo^ 
15 3-[(2-methylthien-5-yl)methylidenylI-5^n2yloxycarbonyl-2-indoIinono5-ben2yto^ 
indolinone 

3-{(3-methylthien-2»yl)methyUdenyl]-5-benzyloxycaitonyI-2-indolln 
3K(4,5,67-tetrahydroindol-3-yl)memyUdenylJ-5-benryloxycarbony!-24ndoli^ 

2 0 3^(pyiT0l-2-yl)me%Iideny IJ-5i>henylamlnocarbonyl-2-indoynone 

34(2,4-dimethylpyrroI-5-yl)methylidenylJ-5-phenylaminocarbony|.2-i^^ 
3^{2.4-dirn8thyi-3-emoxycarbonylpyrrol-5-yl)methylidefiyll-5i)henylam 
3^(2-methylthien-5-yl)methyMdenylI-5i)henylaminocafbonyl-2-indolin 
3-((3-methyJlhien-2-yl)methyIidenyl}-5i)henylaminocarbonyI-2-indo^ 

25 3-[(4,5,674etrahydroindot-3-yl)methyUdenyl}-5-phenylamtnocarbonyl-2-indoljnone 

3-[(pyrrol-2-yt)rnethylkienyl]-S*benzylaminocarbonyl-2-indoilnone 
3-[(2.4^tmethylpyn'0l-5-yt)methyiidenyl}-5-benzylaminocarbo 
3^(2,4-dimethy!-3-elhoxycarbonylpyrrol-5-yl)methylidenyII-5-benzyl^ 
30 3-{(2-memyilhien-5-yl)rnethylidenyl^5-ben2ylaminocarbo^yl-2^ndoIi^^ 
3^(3-methylthieri-2-yl)methylidenyll-5-berttylarninocarbonyt-2-indolinone 
3^(4,5.67-telrahydroindol-3-yl}methyOdenyll-5-benzyIaminocarbonyl-2-indol^ 
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TABLE 10 SHEET 1 OF 5 



FLK 
Kinase 
IC50 


STRUCTURES 


METHOD 


1.6 


H _ 

a ^ 


A 


2.6 


H ^ 


A 


1.9 




B 


4.7 




B 


5.6 




B 


10.8 




B 


12.5' 




A 
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TABLE 10 SHEET 2 OF 5 



0.97 




B 


I 1.5 




B 


1-1 

j 




B 


3.5 




A 


7.3 




A 


5.6 




B 


8.1 




A 


17.3 




A 
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TABLE 10 SHEET 3 OP 5 



2.9 




B 


5.2 




B 


18,5 




B 


a.a 


Br 


B 


4 




B 


8 




B 


11.5 




B 


13.7 




B 
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TABLE 10 SHEET 4 OP 5 



10.4 


1 


B 


10.7 




B 


16.4 




B 


19.9 




B 


9.7 




B 


20.3 


H 


B 


4.6 


1 ^ 


1 

B 


5.6 


H 


B 
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TABLE 10 SHEET S OF 5 



9.9 




A 


12.3 


H 


B 


18.4 


H 


B 


5.8 


n 


B 


6.2 




A 


17.1 




B 
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Tahle 11 



S-aminooxindcle 



oxindo(e-001 



S-bromoQxtndole 



cxindofe-€Q2 



4.o-dimethytoxjndcte 



axinaote-004 



S.S^limethQxyozindcfe 



oxindofe-OQS 



axfndde 



cxindoje-006 



4-melhylo3ando<e 



oxindcie-007 



SJ-dfoncxnooxindofe 



oxindQ(e-<}Od 



7-bfomo^-ch(ofDcxtndole 



oxfndQ(&<I09 



S-fluarooxindole 



oxindole-QIO 



S-nttrooxindole 



oxmdo(e-Q11 



5-iodooxndo(e 



oxxndofe^12 



5-chlano-7-^thyla3andote 



oxindo(e-Q13 



5-methylQxzndde 



oxindole^U 



S-brQinQ-4-niethy(oxflndofe 



oxindole^lS 



7*nuoroonndo{e 



oxlndole-016 



T-chtonocBdndQle 



oxindde-017 



oxindole-018 
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Table II (continued) 



6-nuonooxtndclQ 



oxtndQle*019 



4-chfQnx>xindcte 



cxindcte-<]2Q 



3-ctitorT:o)dndo(e 



cxlndoie-02t 



5-tofomo-7-methytowndole 



oxindcle-Q22 



7-chioro-5-cyanaoxindole 



axinaofe-023 



4-tircmc»»ndoCe 



oxtndole-024 



7-methoxyo)dndo(e 



oxindole-02S 



4-methy(-^-c3rt3oxyQxmdole 



oxlncote-026 



4-methy(-S-csrbaxyme(hyloxtndc 

[e 



oxindcle-027 



4-methyl-5-cart)oxyettTytoxindate 



oxindote-02B 



4-methy^5-(3-c3rt)Oxy-n-propy*) 
oxindote 



oxindo(e^2S 



♦-niethyi-5-hydroxymethy(oxindo 



axtndofe^30 



4.meUiyI-S-methoxymethybxind 



oxindole-G31 



4-fnethyU&>(2-hydroxyethyl)oxin 
dole 



oxindQ(e-032 



4.methyi-5*{2-<nethoxyethy(]oxin 
dole 



oxindote-033 



4-methyl-5-(3-hydroxy-n-pcopyl) 
oxindole 



oxindafe«034 



4-fnelhy»-5-(3-memaxy-n-propyl) 
oxindole 



oxtndotd4]35 



5-ammasulfonyioxindole 



oxi/idQle-036 
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TcLble 11 (continued 



S-fnethylamtnosutforrylaxindole 



oxtndo*e-037 



5-{4-tnfluofoiTTCthylaniIinosulfony 
t)oxindQje 



oxindG(a-038 



S-{morpt:c(tn-l-y^3uifonyl)axind 
ole 



oxindo(e-039 



6-tnfiuoromethyloxi'ndoie 



QxindQfe-Q40 



5-<2-dilanoethyl)oxindole 



cxindote-041 



ScarboxymethylQxindole 



oxmdole-C42 



&-carbaxymelhyiQxtfidole 



oxlndo(e-043 



4-ntethQxyc3rtonyiox<iidole 



oxindole-Q44 



S-matfioxycart)cny(oxtndcle 



oxtndofe-045 



6-niethoxycartonytQxindolQ 



oxindQle-046 



4-cart)aKyQxindofe 



axinQofe-047 



S-cartoxyoxindde 



oxi'ndofe-043 



6<arboxyoxtndo(e 



oxiadde-049 



5-C3ct)oxyetttyloxxndo(e 



QXDidoie-050 



5-^ydroxyethy(oxtndoIe 



oxindo(e-OSt 



4-fnethy(-5-afTiinooxuTdQle 



oxindGle^2 



4-methyU5-nttrooxindo<e 



oxtndoIe^SS 



4-methyl-S-40dooxmdale 



o»ndo(e-054 
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Table 11 (concinued) 



4-methyl-5-chlonx3xinclole 



oxindole-Q55 



SSSD/224S2. VQI 
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Table 12 



2-€thoxyt8nzalderyce 



CHO-001 



4-fluafofcen2aldcnyde 



CHC-C04 



^t-bromobenzaldehyde 



CHC-007 



jwne(nyi-2-(niopnenecarooxaice 
hyde 



CHOOIO 



3-drcmo-i-nyaroxy-a-metnoxyb 
enzaldehyde 



CHO-013 



tinyi-o-rormyki-mecnyh^-tufanc 
artoxytate 



CHQ^ie 



<j.4-u»hyaroxy.>me!nytDen2aiae 
hyde 



CHOOIS 



5-Wltro-2-fttfHidchyde 



CHO-022 



2-tfUoDnenec3rtox3i<;c/Tyde 



CHO-O02 



lndoie<$-c3rtx}X3(denyde 



CHO0Q5 



pyTrote-2-cafbcxa/def:yde 



CHCX30S 



3.^'^*t>rQfn^3^nec7yt-i»oyfroiK 
artraxaidehyde 



CHCMll 



1-Hydfaxy-2-naprthaklenyde 



CHO-01-i 



44-onnyi.l^etnoyc3n>onyfnetli 
)d-S-me>1H-pyrrole-2<a7t)oxy(tc 
acd metfryf ertgr 

CHM17 



A'latrtyid-rDrmyM-meoty-^^rrot 
epnipconate 



CH(M2Q 



4»t:(naxy^>memoxyQenzaideny 



CH<M23 



^ -mctnytpyrraJe-Z-camcxaidefiy 
de 



CHORDS 



5-vnethytth(ophene-Z<arboxafde 
hyda 



^•4iyarQxy-o4iietnoxvDen£aiden 
yde 



CHO-009 



fe!nyi-4:,4-Uimciny»-»-lonnyK3-py 
rrofecarsoxytace 



CHO-012 



raTyt-2(cinoxycarDonyij-*-<ecnox 
!rcaftQnyimcthyt>4-fornty(-3sjyn' 
deprcofonate 

CHCMJ1S 



2-Hydroxy-J^utroten2atdehyde 



CHCM18 



2-IUfafdehyde 



CH0-C2t 



3,4-Oihydraxybenza(dehyde 



CHO-024 
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2. 4-Oimerhoxy benzaidahyde 



CH<>02S 



a^Hycroxycenzafderryde 



CHCW}29 



2<nion>4-(lucfDbencaldefTyde 



CHO031 



. 2,4,S'TfirtuofCCcnzaUle*Tyde 



CHO-034 



Ssllcylaldehyde 



CHo-aar 



9-(MethyithiQ)thicpnene-2<aroo 
xatdehyde 



CHCM39 



3- E^hoxy-*-^y oroxyoenzaloenyG 
e 



CHCW)42 



1 -MethyUl-rormyttienzinudazof e 



CHOC45 
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Table 12 (coatinued) 



imeoiyi -4-«tny HZ-{7yrraicaf 
bozatdehyde 



CHC-029 



^HO'^^cttrytaminohocnzaiaenyd 
e 



CHO-029 



^vitrc&enzawe^ryde 



CHa032 



4^ycrcxy-^-*nOToxyDenza«ien 



CHCM3S 



Benxaidehyde 



CHO-03a 



:^4-Oinyaruxy<o-<nsmyidenz3ice 
hyde 



CHaO40 



Z-Hyaraxy-o-maaKUcyoenzataen 
yde 



CHa043 



boxaldehydft 



CHCWMS 
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2. 4 , 6-4nm etlioxy benzaldefty de 



CHCM}27 



^,*-Oiraeinyv.>carTjeiroxypytror 
e-SoTDoxaJdehyde 



CHo-<no 



4-r tuarc*^HlnttuQrtxnetnyt) ocnr 
alde^e 



CHO-033 



3.4-ame<hoxyfcen3aIdehyde 



CHO-036 



3.S-dlQtrTyipyrrole-2-cartoxa(deh 
yde 



CHO-038 



Meinyi^-fonnyM-meaiyv-3-pyTr 
oieprapianata 



CHO-041 



2-ifTud3zotecart)oxatdettyde 



CHO-OU 



2,3-dimethy(*5-fQnnytthtophene 



CHO-047 
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Table 12 (ccntir.ued) 



Z'ronmyM.a.ejKcxanyafonad 
e 



CH(M4€ 



b-Chtorcinicpnene-2-<artx3E3icc 
hyde 



CHM51 



J-<-cutyi-s-on3mo-4^Grcxyoen 
zaldehyda 



CHa0S4 



2,4,S-Trihydroxyt}enzaidetiyde 



CHO-057 



2. ^IflucrobeaEaldehyde 



CHO-G60 



4-btnoxy-o*4netnoxycenzalaerTy 
dd 



CHaC63 



4-(Trifluon3niethy()befualdehyde 



CHCK66 



2-Hydfoxy-;^metnoxyoenzaKlen 
yde 



CKO-069 



>CM(Cfanemyi->niirosaHCyf5ra 
enyde 



CHCK)49 



3.5-<limethyv-5-foanylpyrrcie 



CHO-Q52 



j.:>-u»-ccn-oucyi-4-fryar3xycefua 
Idehyde tienuhydrate 



CHO-0S3 



2-tocmy(-S-nttrctrtoc5nene 



CHO-0S8 



^•^-OimetnyMKtycTQxyoenzaioe ' 
hyda 



CHOCet 



i-NitfxjchDpnene-4-caroox3iaen 



CHO-OSi 



4.6-0{methQxy*saitcyiaklehyd« 



CHO-OCT 



t>-ticomo^,4^nycroxyoenzaioe 
hyde 



CHO-070 



carDoxaldehyde 



CHCM50 



X-dutyh-4-nyaraxynenz3Jaenyd^ 



J-<-aucyh4-riyofoxy-5-nnxTJcanza 
Idahyde 



CHCW56 



4-Cartioxybenzaidehydo 



CH0-0S9 



>cniorc>-*-nyoroxy-5-(.outyit>en 
zaidQhyde 



CH0-a62 



4-(Dtt3utylamtno)benzaJdertyde 



CHO-06S 



2.3.4.Trthydrexyt)enz3ide^Tyde 



CHO-068 



3.4-Oiacetoxytenzaidehyde 



CHCWTt 
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Table 12 (continued) 



4*Hycfoxy-iwnetrTyioenzaiaenyQ 
e 



CHO-a72 



^-)nyoroxy-'4^e<noxyaenz3iOQn 



CHO-C75 



^-Cartoxybenzaldehyde 



CHO-073 



4*Hycraxy^-nte(naxyoenzaiaQn 
yde 



CHOOai 



2.;).b./-ieiraiTydr(HHTydroxy-i 

H.SH-benzQ(ij]quinoUzlna.9 

carboxaldehytfe 

CHO-Ca4 



2.5-Ciiooc><*-metnyi-z*pyTTClecar 
boxaldehyde 



2-ca(toxaldehyde 



CHM90 



S-MethylKutJial 



• CH04393 



Z-3romabenzafdehyde 



CHO-073 



2-Sroniobenz3i^etiyde 



CHO-075 



^^imethytartuno- l-Aspntnatoen 
yde 



CHO-073 



3-Hydroxy-4-futrt3&enzat(!ahyde 



CHO-0a2 



3.thUu30propyt*i-nyorQxyDenzai 
detiyCQ 



iH4-cntoropner(yi)pyrraie-2-cara 
Qxatdfihyde 



CHo-oee 



hyde 



CH0^91 



>Methyi*t H-Pyrazoie-&<an)oxa 
[dehyde 



CH0-Q94 



2.4-Cihydn3xyC8nzaidenyde 



CHO-C74 



i.c-Qwefx-cmyi-Z-rtyoraxyoeraa 
Idetiyde 



CHC-'377 



^ydroxy-O-nrtroDenzaldehytie 



CHCMJ80 



4-3rcmcoenz3ldehy(le 



CHO-083 



Benza(b]furan-2<amoxaktehyde 



CHO-0«S 



S-Elhy(*2-(Ur3tdehyde 



CHO-0B9 



b-arofno-2-hyaraxy%HnciMoxyo 
enzaldehyde 



CHO-092 



5-lodo*2-fur3idenyde 



CHO-095 
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5 -Metnosfy-4 -methy tsaiic/iaioen 
yde 



CHO-096 



ttnyi-3-iQfmy-1,2,4.<nmeilTyi-j^ 
yrrolecartjoxyiace 



CHO-099 



^-c;^uoro-J-mecnoxycarQQnyl•-u 
metna xyc3rt>onylmethy^ pyrrol 8- 
2-caft:cxaldehy<le 

CHC-',02 



4-Chtcrc-pyrazoie-d-camoxatde 
hyde 



CHO-tOS 



5-BncmofurarvZ-c3rtxucaldetiyde 



CHO-toa 



5-fluoroisatin 



cHo-ni 



S-ethy{-2-fonnyllhiapKene 



CH0-1U 



3.5*oietnyipyrrote-i^<aroox3tdeh 
yde 



CHOtU 



"Eiiyi 

2 . 4-Oimetny1-5-fafTny»3-{)yfTctec 
artjoxytate 

CHO-097 



A-(4-^ormy tppefazine- i-yi)benz 
aldehyde 



CHO-100 



l-(4Kriion3oenry»H*<n=rno-pyT3 
zcie-S-catcxafdehydo 



CHO-tOS 



>-ctfwxycafUQny»-4wnetny*-Xne 
3tyic3rt)onyi-pyrrde-2-carOQxaid 
enyde 

CHO*106 



1 .M3imethyi-3-fbnTTylcut3Zt34e 



CH0-1G9 



3.4HilmethyU2-fcnnyf pyrrole 



CHO-112 



*-<nethoxyten22ldehyde 



CHO-115 



d-tienz)rtQxytnaoie-3-cartx>xaide 
hyde 



CHOlia 



<t-cT7i-6-Xfmy-3-<nemv<. Z-pynrD 
EecarsQxyflc add 



CHO-09a 



*-\^Ofmyimorpnofuno-l-yi)ben 
zaldetyde 



CHO-IOI 



Imtcaroie-Maroaxaidenyde 



CHO-IOA 



^•ducyt-i*nyaroxy->-KX]ooenzaj 
deliyde 



CHO-107 



1 .4-Uinydroxy-i.tainyV.a*&,/.(H 
eoranydronaphuvatene 



CHO-tIO 



CHO-113 



^-diethyiatrinoDenxzldehyde 



CHO-116 



Il-bromo-5-cnloro-Z4iydrQxyt3en 
zaldertyde 



CHO-t13 
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2^^4^fw orapneny itruo;ccni3iacn 
yda 



CH0.12fl 



3-Cy3nobenza(4enytie 



CHC-123 



2.5-cihycfcxytoen2SiCeny(le 



CHO-126 



2«S-Cimelhoxybenzaidehy<ie 



CHO-129 



4-Uimetnytamino-^-<nethox/oen 
zaidehyde 



CHO-132 



S-einyifurfUrai 



CHO-135 



2-hiuoro-J-(inuuoromeinyi}oenz 
aldehyde 



CHO-133 



2-Pluon>-^^tnttuorometnyt)Deaz 
aldehyde 



eHo.t4i 



6-Cruoicpipercn3i 



CHO-121 



^yanobenzalcenyde 



CHO-12* 



2.3-Oimethoxybenzaldenyde 



CHO-127 



2.&-01methQxybenzaldehyde, 



CHO-130 



3.40imethyib8nzakletTyde 



CHO-133 



CHO-136 



2-*^tuonc-4-^tnhuoromeUtyi)Oenz 
aldehyde 



CHO-139 



2-FarTTTyiphenoxyacettc acid 



CHO-t42 



Chromcne-J-cartJOxaidehyde 



CMO-122 



o .d-Uicntcrocnromane- >carodx 
alaetiyde 



CH0.125 



2,4-0(methoxyoenzaicetiyde 



CH0.123 



3.5-OtfnethQ3cybenzaicenyde 



CHO-131 



5. ^-uunemyicnroinane->carcox 
aldehyde 



CHOI 34 



Rucrene-2-caftaxaidenyde 



CHO-137 



2+ luoro-i-tlrt luonjmetrtyi) ocnz 
aldehyde 



CHO-140 



3-Metnoxy*3,*fnetnyteneatcxyoe 
nzatdehyde 



CHO-t43 
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2-Metnoxy- 1 -aapntfiaJdefTyde 



CHC-m 



3-Meihyitniocnene-2-cafOoicaioe 
hydc 



CH0-U7 



3-PhanoxytMnzatdenyce 



CHO-150 



pyridine-4-cartoxa(dehytle 



CH0.tS3 



2. 3 .i-Trimethoxybenraidehyde 



CHOtSS 



3.4. 5-Trtm8tftQxyt3eazaldehycie 



CHb.159 



6*uiton>o-ronnyK/-<neaiytcnra 
mone 



CHO.t62 



S.&-Olbromc>3-fbrntyictvomone 



CHO-16S 



Table 12 (conciaued) 



4-Wettioxy* I -naoTRnaldeftyd^ 



CTO-14S 



a-^offtytthioprcne-Z-cafaixaiac 
hyde 



CH0-i4a 



Pyndln^^oftjoaaidehyde 



CHO-ISI 



Wyfraioincoenzatdenyoe. 



CH0.154 



2.4.S-Trimeltiaxybenz3tdehyde 



CHO-t57 



i*/^tyw4^oiec3rooxaKxenyd 



CHO-t60 



S-(2-ChtOFopneny()ftirfuril 



CHO-tsa 



arboxaldehyde 



MM9thytlhio)t)enzal<tehyde 



CMO-146 



pentamcttiytbenzaWehyde 



CHOI 49 



Pyridlne-3<arboxaldchrde 



CHO-152 



1 ,2,3>re(r3ttydreden£3id8(iyd0 



CHO-155 



2,4.&-Trime0ioxytenzaidenyde 



CHO-lsa 



6*ChtQro-3-(dfTnyichfOTione 



CHO-161 



2-uuon>-;Kutno(inecan)oxa2oer 



CHO-164 



4.5-0tmettTyt-2-^uraldehyde 



CHO-187 
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3-ti;hyi-3-cafDa2aecarcaxaiQen 



CHO-iea 



3.formy1-«MScpropy1cftnomone 



CHO-17t 



CH0169 



3-temiy(-€-methytcftTCmcne 



CHO-172 



2-t*cnnY»-o.a-airneiny<crroaicae 



CHO-tTO 



Wconyl-o-nrtnxr.rcmone 



CH0173 



3-rocTny<uf3ci 



CHC-t74 



S-<2<^trcpnanyt)Axrfurat 



CH0.17T 



3,9-oUsopropyM-metrTQxyoenzai 
[lehyde 



CHO-180 



4.oenzyioxy-^-«utytcenzaio«ny 
de 



CHO-163 



3-(-butyt-b-cnion>A-m«TOxyocn 
zatdehyde 



CH0.186 



4-oenzyioxy-3-«)uiy^>Kxiooen 
zaidehyde 

CHO-ieg 



yde 



CHO-175 



(SH-W^nUaldehyde 



CH0.178 



4-o«nzy»xy%i,MtiSQprQpyioenz 
aldehyde 



CHO-iai 



>^mo->H>uCyi-<Mnemoxyoen 
zaidehyde 



CHQ-184 



4-oenzyioxy-;H-Oucyt*i>'Ouorcoe 
nzaidehyde 



CHa-187 



W-bulyW-fncthoxy-iwillrooenza 
[denyde 

CHO190 * 



14Xecnyautin 



CHO-175 



2^nAuomcetyt)tntophene 



CHO-179 



34-<iucy»-«-mettxix)rwfa3icenyQ 



CHO-t62 



4-oenzyioxy-3-tramo->W3Ucyibe 
naldeltydft 



CHO-iaS 



34-outyU>400o-4^echoxyDenz3 
Idehyde 



CHOiaa 



4-oenzylory.i««yio*nnivU;i • 
zaidehyde 

CHO-191 
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3.3-oi-c-ou(yt-4wnetnoxyoenzaia 
ehyde 



CH0192 



denyde 



CHO-195 



2-nyarcxy-5-nitrooenzaldehyde 



CHO-1Q8 



3,5-otcniorosaflcytadenyde 



CHO-201 



d-^tn&uoranethQxyjsaitcytataeny 
de 



CHO.204 



:^Dncmo-4<^yoroxyt3enzatdenya 



cHOkzar 



3. S-<liisopnjpy<-2-<brtny(pymjle 



CHO-210 



3-methyl-S-isopcDpyfthU}phene-2 
-cartxuQtdehyde 



CH0.213 



-d-oQOzytoxy-J.a-ai^-cucyitenzai 
cefiyde 



CH0.193 



b-<3romo2-nyt2roxy-0-methoxy-o 
enzaldehyde 



CHO-1S6 



4-nyaroxy-2-<wra-JHnetnoxyoe 
nzstdetryde 



CHC-tSg 



S-chlorossTtcyaldehyde 



CHO202 



3,S-<iifaiomasaitcyalderTyde 



CKO-Z03 



S-chlorosalicyakiehydo 



CHO-208 



3,5'dlmatttytthtophene-2*C3rt)ox 
aldehyde 



CHO-211 



3-<nethyt-S<yclopentytm6thy<thi 
ophene-2-cartioxaldehycte 



CHO-214 



i.b-cimethyi-*-meinoxyoeaz3*a 
enyde 



CH0.194 



S-bromosaiic/alderTyce 201 



CHO-tg7 



3«3{r:oxysaitcyQlde^e 



CHO-200 



4-{dlethytamtna)saiicyaidehyde 



CHO-203 



S-duorcsditcyatdehyde 



CHO.206 



2-4,d«methyl-5-fermyipynnoie 



CHO-209 



3^cttiyl-5-ethyimiophene-2-c3r 
boxaldehyde 



CHO-212 



3-methyt-5-cydoprc}pytthiophene 
'Kaitoxal dehyde 



CHO-215 
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4^ethyl-S-2ihyithlcpnene-2<af 
boxaldenyde 



CHC-218 



4-methyl-5-tscgropy1lhiopnene-2 
-csrtscxHldehyde 



CHO-217 



<wne(ny1-3-c/dopenty(fnetnytmi 
ophene-2-cartDoxaidenyde 



CH0.2ia 



4-methyl-=-c/copropytmathyttn! 
CQhene-2-caftx)X3idciiy(le 



CHC-2-i9 



5-(Sopnopy(thtophene-2<artoxat 
cahyde 



CHO.220 



Sor.enyimetttytmJopnene-2-cart) 
QxatcietTycle 



CH0221 



3-c/clche3cylmcthyHhtophene-2' 
csrboxaldehyde 



CHC.222 



5-cydahexyithiophene-2orbcx 
aldenyde 



CHO-223 



Sohenylthiophene-2-cartx}xa[de 
hyde 



CH0.224 



3-memyl-5*prQpy«thtcphene-2-ca 
rtoxaldehyde 



CHO-225 



3-(netfty<-5-c/dohexyimeiTy<mio 
pftene-2-cafboxaidehyde 



CH0.226 



4-aiethyf*S^ropy(t}uophene-2-C8 
rtxmldehydo 



CH0.227 



'^Hneaiyt-S-cyciohexyimethylthiQ 
phene*2-cart}oxaldehyde 



CH0228 



S-n-butytthiophene*2-c3rtoxatde 
hyde 



CHO*229 



5-cyctoprapyimetttyi(hiQphcne-2" 
cartsoxaideiryde 



CHO-230 



5-cyc{oqrcDyHhiophene*2-c3rbo 
xaldehyde 



CH0.231 



3-methyi*5-pherTytmethytthxophe 
ne-2-cartxucaidehyde 



CHa.232 



4^ethyt-S-prieny(methyithiophe 
ne-2-cart»xaklehyde 



CHO-233 



5-cyctopentylmethy(thiophene-2< 
carboxaldehyde 



CH0.234 



5-cydopentytthiophene-2<cartox 
aldehyde 



CH0235 



4,S<dtmethyithiophene-2-cartiox 
aidettyde 



CHO-236 



5-n-propy1Utiophene-2-C3rt)oxald 
Bhyde 

CHO-237 
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Table 13 



MASTER 
BARCODE 


PLATE 
ROW 


PLATE 
COLUMN 


NAME 


10717 


A 


2 


3-(2-ethoxyt}en2ylidenyl)-5,7-dibromo-2-indolinone~ 


10717 


A 


3 


3-[(thien-2-yl)methylideny(J-5,7-dibromo-2- 
indolinone 


10717 


A 


4 


3-[{l-methylpyrrol-2-yl)methylidenyl]-5,7-dibromo-2" 
indolinone 


10717 


A 


5 


3-(4-fluoroben2ylidenyl)-5.7-dibromo-2Hndolinone 


10717 


A 


6 


34(indol-3-yl)niethyli(lenyl]-5,7-dibromo-2- 
jndotinone 


10717 


A 


7 


3-((2-methylthien-5-yl)methylidenyl]-5.7-dibromo-2- 
indolinone 


10717 


A 


8 


3-(4-bromobenzylidenyl)-5.7-dibromo-2-indolinone 


10717 


A 


9 


3-{(pyrrot-2-yl)methylidenyl]-5.7-dibromo-2- 
indotinone 


10717 


A 


10 


3-{2-hydroxy-6-memoxybenzylidenyl)-5.7-dibromo- 
2-indoIinone 


10717 


A 


11 


3-[(3,4-dibromo-2-methylpyrroI-5-yl)methylidenyl]- 
5,7-dibromo-2-indolinone 


10717 


B 


2 


3-{2-ethoxyben2yiidenyl)-5-iodo-2-(ndoIinone 


10717 


B 


3 


34(thien-2-yl)memylidenyl]-5-iodo2-indolinone 


10717 


B 


4 


3-{(1-melftylpyrroI-2-yl)methylidenyl]-5-iodo-2- 
indolinone 


10717 


B 


5 


3-<4-fIuorobenzyiidenyl)-5-iodo-2Hndoiinone 


10717 


B 


6 


34(indol-3-yl)methylidenyl]-5Hodo-2-indolinone 
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10717 


B 


7 


3-I(2-methylthien-5-yl)methylidenylJ-5-iodo-2- 
indoitnone 


10717 - 


- B 


a 


3-(4-bromobenzyiidenyJ)-5-iodo-2-tndolinone 


10717 


B 


9 


3-[(pyrrol-2-yl)methylidenyll-5-iodo-2-indolinone 


10717 


B 


10 


3-(2-hydroxy-6-niethoxybenzylidenyl)-5-iodo-2- 
indolinone 


10717 


B 


11 


3-((3,4-dibromo-2-memylpyrrol-5-yl)methylidenylJ-5- 
iodo-2-indoiinone 


10717 


C 


2 


3-(2-ethoxybenzyiidenyl)-5-bromo-4-methyl-2- 
indoltnone 


10717 


C 


3 


3-{(thien-2-yi)methylidenyl]-5"brom(M-methyl-2- 
indolinone 


10717 


C 


4 


3-[(1-methylpyrrol-2-yJ)memylidenyl]-&-bromo-4- 
methyl-2-indolinone 


10717 


C 


5 


3-(4-fiuorobenzylidenyl)-5-bromo-4-methyi-2- 
indolinone 


10717 


C 


6 


3-[(indol-3-yl)rnethyHdenylJ-5-bromo-4-niethyl-2- 
indolinone 


10717 


c 


7 


3-[(2-niethyithten-5-yl)methylidenyll-5-bromo-4- 
nnethyl*2-{ndolinone 


10717 


c 


a 


3-(4-bromoben2ylidenyl)-5-brDmo-4-cnethyl-2- 
indoUnone 


10717 


c 


9 


3H(pyrrol-2-yl)nriethylidenyll-5-bromo-4-nnethyl-2- 
indollnone 


10717 


c 


10 


3-{2-hydroxy-6-melhoxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10717 


c 


11 


34(3.4-dibromo-2-methylpyiTo!-5-yl)methylidenylJ-5- 
brDnv>4-methyl-2Hndolinone 


10717 


D 


2 


3-(2-€thoxybenzytidenyl)-5-methylaminosulfonyl-2- 
indolinone 
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10717 


D 


3 


3-((thien-2-yl)methylidenyl]-5-methyIaminosulfonyU 
2-indoljnone 


10717 


- D 


4 


3-((1-methylpyrrol-2-yl)methylidenyll-5- 
methylaniinosulfonyk2-jndojinQne 


10717 


D 


5 


3-(4-fluorobenzylidenyl)-5-methylaminosu(fony|.2- 
indolinone 


10717 


D 


6 


3-I(indol-3-y))methylidenylJ-5-methylaminosultonyl- 
2-indoiinone 


10717 


D 


7 


34(2-methyimien-5-yl)memylidenytJ-5- 
methytaminosulfonyl-2-indolinon8 


10717 


D 


8 


3-(4-bromoben2ylidenyl)-5-methylaminosu]fQnyl-2- 
indottnone 


10717 


D 


9 


34(pyiTOI-2-yl)methy(idenylJ-5-methy(amjnosulfonyl- 
2-tndoJinone 


10717 


0 


10 


3-(2-hydroxy-6-methoxybenrylidenyO-5- 
m8thylamjnosultony)-2*iriclolinone 


10717 


D 


11 


34(3.4-dibfomcK2-methylpyrrDl-5-yl)melhylidenyll-5- 
nnethylaniinosulfbnyl-2-indolinone 


10717 


E 


2 


3-(2-ethoxyben2ylidenyl)-5-{4- 
{ninuorometnyi;pnenyiamtnosuiionyi]-2-indolinone 


10717 


E 


3 


3^(thien-2-yl)methy^idenyl].5^4- 
(trifluoronnethy))phenytamjnosulfonyl]-2-jndoljnone 


10717 


E 


4 


3-{(1-methylpyrrol-2-yl)methylidenylI-5-(4- 
(trif]uoromethyl)phenylarninosuifonyI]-2-indoIinone 


10717 


E 


5 


3-(4-fiuoroben2yadenyl)-5-[4- 
(trifluoromethvl)Dhenvlarninosutfonvl1-2-indQiinone 


10717 


E 


6 


3-((indo^3-yl)methylidenylJ-5^4. 
(trifiuoromethyl)phenylaminosutfonyq-2Hndolinone 


10717 


E 


7 


3-{(2-methyfthten-5-yt)methylidenyl]*&-[4- 
(tnfluoromethyl)phenytaminosu(fony(]-2-indotinQne 


10717 


E 


6 


3-{4-bromoben2yiidenyl)-5-(4- 
(tiriftuoromethyl)phenyjaminosulfonylJ-2-indolinone 
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10717 


E 


9 


3-[(pyrroU2-yl)methylidenyl]-5-(4- 
(trifluoronnethyl)phenylaminosulfonyll-2-indolinone 


10717 


- E 


10 


3-(2-hydroxy-6-melhoxyben2ylidenyl)-5-{4- 
(trifluaromethyl)phenylaminosulfonyl]-2-indolinone 


10717 


E 


11 


3-((3, 4-dibromo-2-methylpyrrol-5-yl) methyl ideny l]-5- 
[4-(trinuoronnethyl)phenylaminosulfonyI]-2- 
indolinone 


10717 


F 


2 


3-(2-elhoxyben2ylidenyl)-5-{morpholin-Vyl)sulfonyi- 
2-indolinone 


10717 


F 


3 


3-{(thien-2-yl)methylidenyl)-5-{morpholin-l- 
yl)sulfonyl-2-indolinone 


10717 


F 


4 


3-{(1-methylpyrrol-2-yl)methylidenyll-5-(morpholin- 
1-yl)sulfonyt-2-iadolinone 


10717 


F 


5 


3-{4-fluorobenzyljdenyl)-5-(morphoiin-1-yl)sulfonyl- 
2-indotinone 


10717 


F 


6 


3-{(indol-3-yl)methylidenyi^5-{morphoij^-1- 
yl)sutf6nyl-2-jndotmone 


10717 


F 


7 


3-[(2-methylthien-5-yl)methylidenyi)-5-(morpholin-1- 
yt)sulfonyl-2-indolinone 


10717 


F 


8 


3-(4-bromobenrylidenyt)-5-{morpholin-1-yl)sulfonyl- 
2-<ndolinone 


10717 


F 


9 


3-{(pyrrol-2"yl)methylidenyl]-5-(morphol!n-1- 
yl)suifonyl-2-indoUnane 


10717 


F 


10 


3-(2-hydroxy-6-methoxybenzyl(denyl)-5-(morpholin- 
1 -yl)sulfonyU2-(ndolinone 


10717 


F 


11 


3-[(3,4-dibromo-2-methylpyrrol-5-yl)methylidenyll-5- 
(morphoiin-1-yl)sulfonyl-2-indolinone 


10717 


G 


2 


3-(2-ethoxybenzyIidenyl)-5-(2-chloraethyl}-2- 
indotinone 


10717 


G 


3 


3^(thien-2-yl)methyl^denyi]-5-{2-chloroethyl)-2- 
indolinone 


10717 


G 


4 


3-((1-methyipyrrol-2-yl)methylidenylJ-5-(2- 
chloroethyi)-2-indotinone 
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10717 


G 


5 


3-(4-nuofoden2ylrdenyl)-5-(2-chloroelhyl)-2- 


10717 


_ G 


6 


3-((indol-3-yl)methylidenylJ-5-(2-chloroethyi)-2- 

tnrtnlinnnp 


10717 


G 


7 


3-((2-methylthien-5-yl)melhyJidenyll-5-{2- 
chloroethviW^-indottnnnf^ 


10717 


G 


8 


3-(4-bromobenzylidenyt)-5-(2-cnioroethyt)-2- 

inrinlinnrio 

II lUUIII Iwl l*S 


10717 


G 


9 


3-{(pyrrol-2-yl)methylidenyl)-5-(2-chloroethyl)-2- 

II lUUHilwIIC 


10717 


G 


10 


3-(2-hydroxy-6-methoxybenzyiiaenyl)-5-(2- 
chloroeth y 1) •2-in doi i n one 


10717 


G 


11 


34(3»4-<libromo-2-melhylpyrrol-5-yl)methylidenyt]-5- 
(2-chloroethyl)-2-indolinone 


10718 


A 


2 


3-I(2.4-dimethyl-3-ethoxycarbonylpyrrol-5- 
yl)metbylideny(]-5,7-dibromo-2-indolinone 


10718 


A 


3 


3-(3-bromo-2-hydroxy-5-inemoxyben2ylidenyl)-5,7- 
dibn>mo-2-indoljnone 


10718 


A 


4 


3-((1-hydroxynaplh-2-yl)methyiidenyl)-5.7-dibromo- 
2Hndol inane 


10716 


A 


5 


3-{[2-ethoxycarbonyl-3-{2-ethoxycarbonyl)ethyl-4- 
fethoxvcarbonvtniethvhDvrrot-5*vl1methvlidenvlt- 
5.7-dibromo-2Hndoljnone 


10718 


A 


6 


3-((2-nnetbyl-3-ethoxycarbonylfuran-5- 
vl)metbvlid6nvl1-'5.7-dibrorno-2-indQltnone 

^ * W ^ «f *J >J ^1 * ^wi**i wl 1 IW II 1 VI will Iwl 1^ 


10718 


A 


7 


3-[{2,3-dimethoxycarbonyl-5-methylpyrrol-4- 
yl)nnethylidenyil-5.7-dibromo-2-indo!inone 


10718 


A 


8 


3-(4-chloro-3-nitrobenzylidenyl)-5.7-dibromo-2- 
indolinone 


10718 


A 


9 


3-{2,4-dihydroxy-3-fnethylbenzylidenyl)-5,7- 
dibromo-2-tndolinone 


10718 


A 


10 


3-I(furan-2-yl)methylidenyl)-5,7Klibromo-2- 
indoUnone 
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10718 


A 


11 


3-[(2-nitrofuran-5-yl)methylidenyl]-5,7-<Jibromo-2- 
indolinone 


10718 


- B 


2 


3-[(2,4-dimethyl-3-ethoxycarbonylpyrrol-5^^ 
yl)methyIidenyl]-5-iodo-2-indolinone 


10718 


B 


3 


3-(3-bromo-2-hydroxy-5-methoxybenzylidenyl)-5- 
iodo-2-indolinone 


10718 


B 


4 


3-[( 1 -hydroxynapth-2-y Omethylideny iJ-5-iodo-2" 
indolinone 


10718 


B 


5 


3-{(2-ethoxycarbonyl-3-(2-ethoxycardonyl)ethyl-4- 
(ethoxycarbonylmethyl)pyrrol-5-yl]nnethytidenyll.5- 
looO'^-inaoiinone 


10718 


B 


6 


3-{{2-methy*-3-ethoxycartonyiruran-5- 
yl)fnethylidenyf]-5-iodo-2-indolinone 


10718 


B 


7 


3-I(2,3-dimethoxycart)onyl-5-methylpyiTol-4- 
yl)methylidenyl]-5-iodo-2-indo(inone 


10718 


B 


8 


3-(4-chloro-3-n(trobenzyfidenyl)-5-iodo-2-indotinone 


10718 


B 


9 


3-(2,4-dihydroxy-3-methyibenzylidenyl)-5-iodo-2- 
indoltnone 


10718 


B 


^ 10 


3-((furan-2-yl)nnethylidenyil-5-iodo-2-indoltnone 


10718 


B 


11 


3-{(2-nitrofuran-5-yl)methylidenyl]-5-iodo-2- 
indolinone 


10718 


C 


2 


3^(2,4-dimethyl-3-ethQxycarbonyipy^^ol-5- 
yl)rnethylidenyll-5-bromo-4-methyl-2-indolinone 


10718 


C 


3 


3-(3-bromo-2-hydroxy-5-nnethoxybenzyIidenyl)-5- 
bromo^-:methyl-2-indoiinone 


10718 


C 


4 


34(1-hydroxynapth-2-yl)methylidenylJ-5-bromo-4- 
methyI-2Hndolinone 


10718 


C 


5 


3-{(2-€thoxycafbGnyl-3-{2-etnoxycart)onyl)eUiyl-4- 
(ethoxycarbonyImethyl)pyrrQ}-5-yl]m8thylidenyt]-5- 
bromo-4-methy(-2-indolinone 


10718 


C 


6 


34(2-methyl-3-ethoxycarbanytfuran-5- 
yl)methylidenyll-5-bromo-4-niethyl-2-indolinone 
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10718 


C 


7 


3-[(2,3-<limethoxycart)onyl-5-methylpyrroM- 
yijmcinyHacnyij-o*uromO-H-meinyi^^ 


10718 


- C 


8 


3-(4<:hloro-3-nitroben2ylidenyl)-5-Dromo-4-methyl- 
2-indolinone 


10718 


c ■ 


9 


3-(2,4-dihydroxy-3-methylbenzylidenyl)-5-bromS4r 
meuiyi-^-inuoiinone 


10718 


C 


10 


3-((furan-2-yOniethylidenylJ-5-bfomo-4-methyl-2- 
indolinone 


10718 


c 


11 


3-{(2-nitrofuran-5-yl)methylidenylJ-5-bromo-4- 
methyI-2Hndotinone 


10718 


D 


2 


3-[{2,4-dimethyl-3-ethoxycarbonyipyrrol-5- 
y i;nieiny iiaeny i i^d- m etny i amin osuiTony 1-2- 
indolinone 


10718 


D 


3 


3-(3-bromo-2-hydroxy.5-memo)cybenzylidenyl}-5- 
methylaniinosutfbnyl-2-indoKnone 


10718 


D 


4 


3-{(1-hydroxynapth-2-yl)methylidenyl}-5- 

riieinyiaiTunusununyi-^HnuOPnDnv 


10718 


D 


5 


3-[[2-ethoxycarbonyl-3^2-ethoxycarbonyl)ethyl-4- 
(einoxycarDonyirneinyi}pyrrot*o-yijmeinyltd 
methytaminosutfbny(-2Hndotinone 


10718 


0 


6 


3-[(2-methyl-3-«thoxycart>orTymjran-&- 
yi) meiny 1 iQ any ij-o-fneuiy lanii n osuifony h2- 
indotinone 


10718 


D 


7 


3-({2»3-dimethoxycarbonyl-5-methy»pyrroM- 
y 1^ rnvinyi lu enyij-9-iTieiny larni n irony i-£ 
indotinone 


10718 


D 


8 


3-{4.chtoro-3-nrtrobenzylidenyl)-5- 
rneiny laminosuiTonyi-z-inuoi 1 none 


10718 


D 


9 


3-{2,4-dihydroxy-3-m8ttiylbenzyltdenyt)-5- 
nfiethylamtnosutfdnyl-2-indolinone 


10718 


D 


10 


3-{(furan-2-yl)methylidenyl]-5-methylamjnosulfonyl- 
2-OTdoitnone 


10718 


D 


11 


3-{(2-mtrofuran-5-yl)methyljdenyq-5- 
methytaminosulfbnyl-2-indoiinone 


10718 


E 


2 


3-{(2»4-dimethyl-3-ethoxycarbonylpyrrol-5- 
yl)nmthylidenyl}-&-(4- 
(triftuoromethyt)phenytamtnosulfbnyl]-2-indolinone 
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10718 


£ 


3 


3-(3-bromo-2-hydroxy-5-methoxybenzylidenyl)-5-{4- 
(trifluoromethyl)phenylaminosuifonyl)-2-indolinone 


10718 


- E 


4 


3-[(1-hydroxynapth-2-yl)methylidenyl]-5-(4- 
(trifIuorom8lhyl)phenylaminosulfbnyl)-2Hndolinone 


10718 


E 


5 


3^(2-ethoxycart)ony^■3-(2-ethoxyca^bonyl)ethyW. 
ethoxycart5onylmethyl-pyrrol-5-yl)methylidenyl|-5- 
[4-(trifIuoromethyl)phenylaminosulfonyl)-2- 


10718 


E 


6 


3-[(2-methyl.^ifftifi^flSrbonylfuran-5- 
yl)methylidenyll-5^4- 
(trifluoromethyl)phenylaminosutfbnyl}.2-indolinone 


10718 


E 


7 


3-((2,3-clrmethoxycarbonyl-5-methylpyrrol-4- 
y()m8thyndenyl}-5-I4- 
(b1fluorDm8thyl)phenylaminosulfonyf}-2-indotinone 


10718 


£ 


6 


3^4-chlo^o-3-nit^oben2ylidenyl)-5-{4- 
(trifluoromemyl)phenyiamir>08ulfonylJ-2-indolinone 


10718 


£ 


9 


3-(2.4-dihydroxy-3-methylbenzylidenyl)-5-[4- 
(tnfluorDrnethyl)phenylaminosutfbnyl]-2-jndolinone 


10718 


E 


10 


3-[(furan-2-yt)methyltdenyl]-^4- 
(trtf!uorornethyl)phenylaminosuffbnyq-2-jndolinone 


10718 


E 


11 


34(2-nitrofuran-5-yl)methylidenyl}-5-{4- 
(trifluorDrnemyl)pheftylaminosulfbnyl}-2-indoIinone 


10718 


F 


2 


3*{(2.4-<iimethyt-3-ethoxycarbonylpyrrol-5- 
yl)melliylidenyl]-5-<morpholin-1-yl)5ulfonyl-2- 
indolinone 


10718 


F 


3 


3-(3-bfDmo-2-hydroxy-5-methoxybenzyljdenyl)-5- 
(morpholin-1 -y l)sulfonyi-2-indoiinone 


10718 




4 


3-[(1-hydroxynapth-2-yl)nnethylidenyll-5-(morphoi»n- 
1 -yl)3utfonyl-2Hndotinone 


10718 


F 


5 


3-([2-etho)cycart>onyl-3-{2-ethoxycarbonyl)6thyt-4- 
(ethoxycarbonytmethyl)pyrTDt-5-yl]m8triylidenyl]-5- 
(morpholin-l -yl)sutfQny t-2-indolinone 


10718 


F 


6 


3-[(2-methyl'3-ethoxycart)onytfuran-S* 
yl)nrieihylidenyl]-5-<morpholin-1-yl)sutfortyt-2- 
indolinone 


10718 


F 


7 


3-{(2,3Ktimethoxycarbonyt-5-methyt-pyrrol^ 
yl)methylidenyll-5-(morpholin-1-yl)$uifonyl-2- 
indolinone 


10718 


F 


8 


3-{4-chloro-3-nilrobenzylideny l)-5^morpholin-l - 
yl)sulfonyl-2-indotinone 
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10718 


F 


9 


3-(2,4-dihydroxy-3-methylbenzylidenyl)-5- 
(mofpholin-1-yl)sulfonyI-2-fndolinone 


10718 


- F 


10 


3-{(furan-2-yl)methylidenylJ-5-(morpholin-1- 
y!)sulfonyl-2Hndolinone 


10718 


F 


11 


3-I(2-nttrofuran-5-yt)methylidenyl]-5-{morpholin-l- 
yl)sulfonyl-2-indolinone 


10718 


G 


2 


3-[(2.4-dimethyl-3-ethoxycarbonylpyrrol-5- 
yi)methyl(denyi]-6-(2-chIoroethyl)-2Hndolinone 


10718 


G 


3 


3-(3-bromo-2-hydroxy-5-methoxyDenzylidenyl}-5~ 
(2-chloroethyl)-2-indalinone 


10718 


G 


4 


3-((1-hydro)cynapth-2-yi)methylidenylJ-5-(2- 
chloroethyl)-2-indolinone 


10718 


G 


5 


3-I[2-€thoxycart)onyl-3-(2-ethoxycarbonyl)ethyT 
4(ethoxycart}onylmethyl)pyrrol-5-yl|methylidenyl}-5- 
(2-chtoroethyl>-2-indoljnone 


10718 


G 


6 


3-{(2-m8ihyl-3-emoxycafbonylfuran-5- 
yl)methylidenyIl-5-(2-chloroethyl)-2-indofinone 


10718 


G 


7 


3-I{2,3-difnethoxycartx)nyl-5-memyIpyrroJ-4- 
yl)methyiidenylJ-5-(2-chtoroethyl)-2-indolinone 


10718 


G 


. 8 


3^4^loro-3-nitroben2ylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10718 


G 


9 


3-{2,4-dihydroxy-3-methylbenzylidenyl)-5-(2- 
chlofoethyl)-2-indolinone 


10718 


G 


10 


34(furan-2-yl)methylidenylJ-5-(2-chloroethyl)-2^ 
indolinone 


10718 


G 


11 


3-[(2-nitrofuran-5-yl)methylidenyi]-5-(2-chloraethyl)- 
2-jndolinone 


10719 


A 


2 


3-(4-ethoxy-3-methoxybenzylidenyl)-5J-dibromo-2- 
indolinone 


10719 


A 


3 


3-(3.4Kiihydoxybenzylidenyl).5.7-<iibromo-2- 
indolinone 


10719 


A 


4 


3-(2.4-dimetnoxybenzylidenyl)-5.7-dibromo2- 
indolinone 
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10719 


A 


5 


3-[(2,4-climethyl-3-ethylpyrrol-5-yi)nnethylidenyl)- 
5,7-dibromo-2-incloiinone 


10719 


- A 


6 


3-(2.4.6-trimethoxvbenzvlidenvn-5 7-dihromo-2- 
indolinone 


10719 


A 


7 


3-(4-hvdroxvbenzvlidenv0-5 7-dibromo-2-indQlinQnf» 


10719 


A 


8 


3-M-dimethvlaminobpn7viidpnvh-^ 7-dihrnmn-?« 
indolinone 


10719 


A 


9 


indolinone 


10719 


A 


10 


3-[3-nitrobenzvtidenvn-5 7-dibramo-2-inclQlinone 


10719 


A 


11 


344-fluoro-2*(triftuorDniethvnben2vlidenvn-5 7- 
dibromo-2-indolinone 


10719 


B 


2 


3-{4-ethoxy-3-methoxybenzylidenyl)-5-iodO'2- 
indolinone 


10719 


B 


3 


3-(3.4-dihydoxybenzytidenyO-5*todo-2-indolinone 


10719 


B 


4 


3-(2,4-djmethoxybenzylidenyi)-5-iodo-2-indoitnone 


10719 


B 


5 


3-[(2,4-dimethyl-3-ethylpyfrol-5-yl)methylidenyl)-5- 
iodo-2-tndotinone 


10719 


B 


6 


3-(2,4,6-tnmethoxybenzytidenyl)*5-todo-2- 
indolinone 


10719 


B 


7 


3-(4-hydroxybenzylidenyi)-5-iodo-2-indotinone 


10719 


B 


8 


3-(4-dimethyiamtnob6nzylidenyl)-5HOdo-2- 
indolinone 


10719 


B 


9 


3-(2-chloro-4-fluorobenzylidenyl)-5-iodo-2- 
indolinone 


10719 


B 


10 


3-(3-nitrobenzyiidenyl)*5-iodo-2-indolinone 
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10719 


B 


11 


3-{4-flu _ ro-2-{trifluoromethyl)ben2y lideny l)-5HOdo-2- 
indolinone 


10719 


- C 


2 


3-(4-ethoxy-3-rnethoxyben2ylidenyl)-5-bromo-4- 
methyI-2-indolinone 


10719 


c 


3 


3-(3,4-dihydoxyt)enzyiJdenyl)-6-bromo-4-methyl-2- 
indolinone 


10719 


c 


4 


3-(2.4-dimethoxybenzylidenyl)-5-bromo-4-methyl-2- 
indoltnone 


10719 


c 


5 


3-[(2.4-dimethy^3-elhylpyfrol-5-yl)methylidenyl].5- 
briQmo-4-fnethyl-2Hndolinone 


10719 


c 


6 


3-(2»4,6-lrimethoxybenzylidenyl)-i)-bromo^.methyl- 
2-indoltnone 


10719 


c 


7 


3-(4-nydroxybenzyltdenyl)-5-bromo-4-methyl-2- 
indolinone 


10719 


c 


8 


3-(4-dimethylaminoben2yiidenyi)-5-bromo-4- 
methyl-2-indolinone 


10719 


c 


9 


3-(2-chloro-4^uorobenzylidenyi)-5-bromo-4. 
methyl-2-indoltnone 


10719 


c 


10 


3-(3-nitrobenzylidenyi)-5-bronncM-methyl-2- 
indolinone 


10719 


c 


11 


3-{4-fluoro-2-(trifluoromethyl)benzylidenyl)-5-bfomo- 
4-m6thyl-2-jndoljnone 


10719 


D 


2 


3-(4-€thoxy-3-methcJxybenzylidenyl)-5- 
methy[aminosulfbnyl-2-indolinone 


10719 


D 


3 


3-(3.4-dihydoxybenzylidenyl)-5- 

mfithvlamino5Ljtfan\/l-?-indoltnnnA 


10719 


D 


4 


3-(2,4-dtmethoxybenzyiidenyl}-5- 
methylaminosulfonyl-2*indoijnone 


10719 


D 


5 


34(2,4-dimethyl-3-ethylpyfToJ-5-yOmethylidenyl]-5- 
methvlaminosulfbnyl-2-indoi(none 


10719 


0 


6 


3-(2.4.6'trimethoxybenzyijdenyl)-5- 
methytamjnosulfbnyl-2-lndoIjnone 
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10719 


D 


7 


3-(4-hydroxybenzylidenyl)-5-melhyJaminosulfonyl- 
2-indolinone 


10719 


- D 


a 


3-(4-dimethylaminobenzylidenyl)-5- 
methylaminosuifonyl'2-indoltnone 


10719 


D 


9 


3-(2<hloro-4-fluorobenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10719 


D 


10 


3-{3-nitrobenzylidenyi)-5-methylaminosulfonyl-2- 
indolinone 


10719 


D 


11 


3-(4-fluaro-2-(trifluoromelhyl)benzyiidenylJ-5- 
methylaminosulfonyl-2-indolinone 


10719 


E 


2 


3-(4-etrioxy-3-methoxyben2ylidenyl)-5-{4- 
(trif]uoromethyt)phenylaminosutfonyt]-2-iadolinone 


10719 


E 


3 


3-<3.4-dihydoxybenzylidenyl)-5-(4- 
(trifluoromethyl)phenylaminosulfonyl}-2-tndolmone 


10719 


E 


4 


3-{2.4-dimethoxybenzylidenyl)-5H4- 
(tnfIuorDrTiethyl)phenyiamjnosutfonyl]-2Hndoltnone 


10719 


E 


5 


3-[(2,4-dimethyl-3-ethylpyfrol-5-yl)methylidenylJ-5- 
{4-{lrifluoromethyl)phenylaminosulfonylI-2- 
indotinone 


10719 


E 


6 


3-(2.4,64rimethoxybenzylidenyl)-5-{4- 
(trifluoromethyl)phenylaminosulfbnyl]*2-indotinone 


10719 


E 


7 


3-(4-hydroxybenzylidenyl)-5-(4- 
(trifluorDmelhyl)phenylaminosulfonyl]'2-indo!inone 


10719 


E 


6 


3-{4-dimethylaminoben2ylidenyl)-5-(4- 
(trifIuoromethyOphenylaminosuifonyI]-2-indolinone 


10719 


E 


9 


3-(2-chloro^.nuorobenzylidenyl)-5-[4- 
(trifiuoromethyt)phenylaminosulfonyll-2-indolinone 


10719 


E 


10 


3-{3-nitrobenzylidenyl)-544- 
(trifluoromethyl)phenylaminosulfonyII-2-indoIinone 


10719 


E 


11 


3-{4-fluoro-2-(trifluoromethyI)ben2ylidenyl}-5-{4- 
(trinuoromethyl)phenylamtnosulfonylI-2*indolinone 


10719 


F 


2 


3-{4-€thoxy-3-methoxybenzyiidenyI)-5-(morpholin- 
1 -yl)sulfonyt-24ndolinone 
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10719 


F 


3 


3-(3,4-<Jihydoxybenzylidenyl)-5-(morpholin-1- 
yl)sulfonyl-2-tndotinone 


10719 


- F 


4 


3-(2.4-dimethoxyben2ytidenyl)-5-(mofpholtn-1- 
yl)sulfonyl-2-indolinone 


10719 


F 


5 


.3-((2,4-dimethyl-3-ethylpyrrol-5-yl)methylidenyi)-5- 
(morpholin-1-yl)sulfonyl-2-indalinone 


10719 


F 


6 


3-(2,4,6-trimemoxyben2y]idenyl)-5-(morpholin-1- 
yl)suifonyl-2-indolinone 


10719 


F 


7 


3-(4-hydroxyben2ylidenyl)-5-{morpholin-1- 
yl)sulfonyl-2-indolinone 


10719 


F 


8 


3-(4-dimethylaminobenzylidenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indolinone 


10719 


F 


9 


3-(2-chloro-4-fluoroben2ylidenyl)-5-{morphalin-1- 
yl)sulfony|.2-indolinone 


10719 


F 


10 


3-(3-nitroberuylidenyi).5-<morphotin-l-yl)sulfonyl-2- 
indolinone 


10719 


F 


11 


3-[4-fluoro-2-(trifiuoromethyl)benzylidenylJ-5- 
(morpholin*1 -yl)sulfony l-2-indolinone 


10719 


G 


2 


3-(4-ethoxy-3-methoxyben2ylidenyl)-5-{2- 
cti(orQethyl)-2Hndolinone 


10719 


G 


3 


3-(3.4-dihydoxybenzyiidenyl)-5-{2-chloroethyl)-2- 
indolinone 


10719 


G 


4 


3-(2.4-dimethoxybenzyiidenyi)-5-(2-chloroethyl)-2- 
indotinone 


10719 


G 


5 


3-{(2,4-dlmethyW-€thylpyrrol-5-yl)memylidenyll-5- 
(2-chtoroethyl)-2-indolinone 


10719 


G 


6 


3-(2,4.6-trimethoxybenzylidenyl)-5-(2-chloroethyl)- 
2Hndolinone 


10719 


G 


7 


3-(4-hydroxybenzylidenyl)-5-{2-chloro€thyl)-2- 
tndoltnone 


10719 


G 


8 


3-(4-dimethylanitnobenzylidenyi)'5-{2-cbloroethyl)- 
2-indoitnone 
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10719 


G 


9 


3-(2-chloro-4-fluorobenzylidenyi)-5-(2-chloroethyl)- 
2-indolinone 




10719 


- G 


10 


3-(3-nitroben2yiidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10719 


G 


11 


3-f4-fllJQrQ-2-flriftufirom*»thvl\h*»nr\/liri<anull-'i_/*? 

chloroethyl)-2-indolinone 


10720 


A 


2 


3-(2 4 6~trifiuorobenzvlidenvn-5 7-dibramD-9- 
indotinone 


10720 


A 


3 


3-(4-hvdroxv-2-fnethoxvben2vlidenvl^-5 7-dibramo- 
2-indofinone 


10720 


A 


4 


3-13 4-dimethoxvbenzv[idenvh-5 7-dibmmn-9- 
tndolinone 


10720 


A 


5 


3-(2-hydroxybenzylidenyl)-5,7*djbromo-2*indotjnone 


10720 


A 


6 


3-benzylidenyt-5,7-dibromo-2Hndolinone 


10720 


A 


7 


3-{(2-m8thylmercaptothien-5-yl)methyltdenyl]-5,7- 
dtbromc>-2Hndolinone 


10720 


A 


8 


3-(2.4-dihydroxy-6-methylbenzyHdenyl)-5,7- 
dibromo-2-indajinone 


10720 


A 


9 


3-(3-etboxy-4-hydroxybenzyiidenyl)-5.7-dibromo-2- 
indolinone 


10720 


A 


10 


3-(2-hydroxy-5-methoxybenzytidenyl)-5,7-dibromo- 
2-lndolinone 




10720 


A 


11 


3^(^mida2ol-2-yl)f^ethylidenyiJ-5.7-dib^omo-2- 
indoiinone 


10720 


B 


2 


3-(2,4,6-trifluorobenzylideny*)-5-iodo-2-indoiinone 


10720 


B 


3 


3-<4-hydroxy-2-memoxybenzylidenyl)-5-4odo-2- 
indolinone 


10720 


B 


4 


3-<3.4-djmethoxybenzylidenyl)-5-jado-2-indolinone 
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10720 


B 


5 


3-(2-hydroxybenzyiidenyl)-5-iodo-2-indolinone 


10720 *- 


B 


6 


3-benzylidenyl-5-iodo-2-indolinone 


10720 


B 


7 


3-{(2-methylmercaptothien-5-yl)methylidenyl]-5- 
iodo-2-indolinone 


10720 


B 


8 


3-(2,4-dihydroxy-6-nnethylbenzyiidenyl)-5-iodo-2- 
tndotinone 


10720 


B 


9 


3-(3-ethoxy-4-hydroxyben2ylidenyl)-5-iodo-2- 
indolinone 


10720 


B 


10 


3-{2-hydroxy-5-methoxybenzytidenyl)-5-iodo-2- 
indottnone 


10720 


B 


11 


3-[(imidazol-2-yi)methylidenylJ-5-iodo-2-indotinone 


10720 


C 


2 


3-(2,4,6-trifluorobenzy|jdenyl)-5-bromo-4-metfiyl-2- 
indolinone 


10720 


C 


3 


3-(4-hydroxy-2-fnethoxybenzylidenyl)-5-bromo-4- 
methyl-2-indottnone 


10720 


c 


4 


3-{3;4*dimethoxybenzylidenyl)-5-bromo-4-meUiyl-2- 
tndolinone 


10720 


c 


5 


3-{2-hydfoxybenzylidenyi)-5-bronio-4-methyl-2- 
indolinone 


10720 


c 


6 


3-benzytidenyl-5-bromo-4-methyl-2-jndolinone 


10720 


c 


7 


3-[(2-methylmercaptothten-5-yl)methylidenytl-5- 
bromo4-methyl-2HndoImone 


10720 


c 


8 


3-(2,4-dihydro)cy-6-methylben2yiidenyl)-5-bromo-4- 
methyl-2-tndolinone 


10720 


c 


9 


3-(3-ethoxy-4-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2Hndalinone 


10720 


c 


10 


3-(2-hydroxy-5-methoxyben2ylidenyl)-5-bromo-4- 
methyI-2-indolinone 
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10720 


C 


11 


3-({imjda20l-2-yl)methy|jdenylJ-5-bromo-4-methyl-2- 
indotinone 


10720 


D 


2 


3-(2,4,6-trinuorobenzyiidenyi)-5- 
melhylaminosulfonyl-2-indolinone 


10720 


0 


3 


3-(4-hydroxy-2-methoxybenzyhdenyl)-5- 
methylafninosuIfonyl-2-indolinone 


10720 


D 


4 


3-{3,4-dimethoxy benzyl idenyi)-5- 
methylaminQSulfonyl-2Hndoljnone 


10720 


D 


5 


3-(2-hydro)cyben2ylidenyl)-5-methyiaminosulfonyl-2- 
indojjnone 


10720 


0 


6 


3-benzylidenyl-5-methylaminosuifonyi-2-indolinone 


10720 


0 


7 


34{2-memyimercaptotbien-5-yl)methylidenylJ-5- 
methylaminosutfonyl-2-indolinone 


10720 


0 


8 


3-(2,4-dihydroxy-6-methylben2ylidenyl)-5- 
methylanninosulfonyi-2-indolinone 


10720 


0 


9 


3-(3-ethoxy-4-hydroxybenzylidenyl)-S- 
methyiamtnosulfonyl-2-indotinone 


10720 


0 


10 


• 3-(2-hydroxy-5-methoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10720 


0 


11 


3-[(iniidazol-2-yl)methyliderTyl}-5- 
methylaminosulfonyl*2-mdofinone 


10720 


E 


2 


3-(2.4.6-trinuorobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylarninosulfonyl]-2-indotinone 


10720 


E 


3 


3-(4-hydroxy-2-methoxybenzylidenyl)-5-{4- 
(trifluaromethyl)phenylaminasulfonyl]-2Hndofinone 


10720 


E 


4 


3^3,4-dimetho)cybenzyttdenyl)-5-[4- 
(trifluoromethyl}phenylaminosulfonyf]-2-indolinone 


10720 


E 


5 


3-<2-hydroxybenzylidenyl)-544- 
(tnfluorometbyl)phenylamtnosulfonyl]-2-tndolinone 


10720 


E 


6 


3-benrylideny|.5-{4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 
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10720 


E 


7 


3r{(2-methylmercaptothien-5-yl)methylidenyl]-5-{4- 
(trifIuoromethyl)phenylaminosulfonylI-2-indoiinone 


10720 


E 


8 


3-(2,4-clihydroxy-6-methyibenzylidenyl)-5-(4- 
(trifluoromethyl)phenylaminosulfbnyll-2-indoltnone 


10720 


E* 


9 


3-(3-ethoxy-4-hydroxybenzylidenyl)-5-{4- 
(trifiuoromethyl)phenylamino3ulfonylJ-2-indotinone 


10720 


E 


10 


3-{2-hydroxy-5-methoxyben2ylidenyl)-5-(4- 
(trifluoromethyl)phenylaminosutfonyl|-2-tndolinone 


10720 


E 


11 


3^{imida20l-2-yl)methylidenyll-5-{4. 
(trifluoromethyl)phenylaminosulfonylJ-2-indolinone 


10720 


F 


2 


3^2,4.6-trifluo^obenzylidenyl)-5-{morpholin-1- 
yl)sulfonyl-2-indolmone 


10720 


F 


3 


3-(4-hydroxy-2-methoxybenzylidenyl)-5-(morpholin- 
1 -yl)sulfony l-2-jndolinone 


10720 


F 


4 


3-(3,4-dimethoxybenzylidenyl)-5-(morphoiin-1- 
yl)8ulfbnyl-2-rndolinone 


10720 


F 


5 


3-(2-hyd^oxyben2ylidenyl)^^mo^pholin-1- 
yl)sulfOfTyl-2-indolinone 


10720 


F 


6 


3-benzylidenyl-5-(morpholin-1-yl)sulfonyl-2- 
indolinone 


10720 


F 


7 


3-[(2-methyimercaptomien-5-yl)methylrdenyiJ-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10720 


F 


8 


3-(2.4-dihydroxy-6-methylbenzylidenyl)-5- 
(morpholin-l-yl)suitonyi-2-indolinone 


10720 


1^ 


9 


3-(3-ethoxy-4-hydroxybenzylidenyl)-5-(morpholin-1- 

vhsijlfinn\/l*9-fnHnltnnnp 

J l/AUIIUIIy 1*^*11 lUUlU lUIIC 


10720 


F 


10 


3-(2-hydroxy-5-methoxybenzylidenyl)-5-{morpholin- 
1 -yl)suifony l-2-indolinone 


10720 


F 


11 


3-{{imida20^2-yl)methylidenyl]-5-(morpholin-1- 
yl)sulfonyt-2-(ndo[inone 


10720 


G 


2 


3-(2.4,64rinuoroben2ylidenyi)-5-(2-chloroethyl)-2- 
indolinone 
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10720 


G 


3 


3-(4-hydroxy-2*methoxyben2ylidenyl)-5-(2- 
chloroethyl)-2-(ndoiinone 


10720 


G 


4 


3-( 3 4»dimethoxvben2vlidenvn-5-f2-chloroethvlW?- 
tndolinone 


10720 


G 


5 


3-f2-hvdroxvbenzvlidenvh-5-(2-chloroethvl\-?. 
indoiinone 


10720 


G 


6 


3-b6nzvlidenvl-5-f2-chtoroethvn-2-jndolinane 


10720 


G 


7 


3-[(2-rnethylmerc3ptothien-6-yl)melhylidenyi]-5-(2- 
chloroethyl)-2-indolinone 


10720 


G 


6 


3-(2,4-dihydroxy-6-methylbenzylidenyl)-5-(2- 
chloroethyl)-2-indoiinone 


10720 


G 


9 


3-( 3*ethoxy-4-hydroxy benzy 1 i de n y 1 )-5-(2- 
ctiloroethyl)-2-indoUnone 


10720 


G 


10 


3^2-hydroxy-5-methoxybenzytjdenyl)-5-<2- 
chloroethyl)-2-indolinone 


10720 


G 


11 


3-{(i^ct32ol'2-yl)methylidenyl]-5-(2-chloroetbyl)-2- 
indoiinone 


10721 


A 


2 


3-[( 1 -methylbenzinnidazol*2-yl)methyl^de^yl]-5,7- 
dibromo-2-i^dotinone 


10721 


A 


3 


3-[(4-cbloro-1-methylpyrazol-3-yl)methylidenyl]-5,7- 
dibromo-2-indoUnone 


10721 


A 


4 


3*((2.3-dinnethylthien-&-yl)methylidenyl]*5«7- 
dibrDmo-2-indoltnone 


10721 


A 


5 


3-((4.5,6,74etrahydrDindol-2-yl)methylidenyll-5,7. 
dibromo-2-indolinone 


10721 


A 


6 


3-{3-chloromethyl-2-bydroxy-5-nitrobenzyUdenyl)- 
57-dibromo-2-lndollnone 


10721 


A 


7 


3-l(2-chlorDmien-5-yl)methylidenyll-5J-dibromo-2- 
Indotinone 


10721 


A 


8 


3-{(2.4-dimethylpyrrcrf-5-yt)methytidenyl]-5.7- 
dibrDmo-2-indolinone 
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10721 


A 


9 


3-(3-t-butyM.hydroxy benzyl id eny i)-5, 7-d ibromo-2-"^ 
indolinone 


10721 


A 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenzyiidenyl)-5,7- 
dibromo-2-indoIinone 


10721 


A 


11 


3-(3.5-di-t-buryM-hydroxyben2y(idenyl}-5,7- 
dtbromo-2-indolinone 


10721 


B 


2 


3-((1-methylben2imida20l-2-yl)methylidenyl]-5-iodo- 
2-indolinone 


10721 


B 


3 


3-((4-chloro-1-methylpyra2oI-3-yl)methylidenylJ-5-"" 
iodo-2-indolinone 


10721 


B 


4 


3-[(2,3-dimethyimien.5-y!)methytidenyl]-5-iodo-2- 
indolinone 


10721 


B 


5 


3-{(4.5,6.7-tetrahydroindol-2-yl)methyiidenyl]-5-iodo- 
2-indoItnone 


10721 


B 


6 


3-(3<h(oromethyl-2-hydroxy-5-nitroben2ylidenyl)-5- 
i cxio-2 -tndot tnone 


10721 


B 


7 


3-((2-chlorothien-5-yl}methyJidenyl}-5-iodo-2- 
indolrnone 


10721 


B 


8 


3-l(2.4-dimethyIpyrrol-5-yOmethylidenyl]-5-iodo-2- 
indolinone 


10721 


6 


9 


3-(3-t-butyM-hydroxyben2ylidenyl)-5-iodo-2- 
indolinone 


10721 


B 


10 


3-(3-bromo-5-t-butyl-4-hydraxybenrylidenyi)-5-iodo- 
^-inu ui inone 


10721 


B 


11 


3-(3.5-dM-butyW-hydroxyben2ylidenyi}-5-iodo-2- 
indot inane 


10721 


C 


2 


3-I{l-methylben2imtda20l-2-yl)memyiidenyt}-5- 
bromo-4-methyl-2Hndolinone 


10721 


C 


3 


34{4-chloro-1-methylpyfazol-3-yl)methylidenyll-5- 
bromo-4-methyl-2-indolinone 


10721 


C 


4 


3-{(2,3-dimethyimien-5-yl)methylidenyl]-5-bronxHt- 
methyl-2-indolinone 
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10721 


C 


6 


34(4,5,6,7-letrahydroincloI-2-yl)methytidenylJ-5- 
bromo-4-methyl-2-indolinone 


10721 


C 


6 


3-(3-chlQromethyl-2-hydraxy-5-nilroben2ylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10721 


C 


7 


3-[(2-chtorothien-5-yl)methytidenyll-5-bromO'4- 
methyI-2-indolinone 


10721 


c 


8 


34(2,4-dirTiethylpyiTOl-5-yl)methyUdenyl]-5-bromo-4- 
methyl-2-indolinone 


10721 


c 


9 


3-(3-t-butyM-hydroxybenzylidenyl)-5-bromo-4- 
melhyl-2-indolinone 


10721 


c 


10 


3-( 3-bromo-5-l-buty l-4-hydroxy benzyl (deny l)-5- 
brofno-4-methyi-2-indolinone 


10721 


c 


11 


3-(3.5-di-t-butyl-4-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indoltnone 


10721 


0 


2 


3-[(1-methylben2imidazol-2-yl)methylidenyil-5- 
methylamino5ulfonyl-2-indolinone 


10721 


D 


3 


3-[(4-chtora-T-melhylpyra2ol-3-yl)methyadenylJ-5" 
methytaminosulfonyU2-indolinone 


10721 


0 


4 


3-l(2.3-dimethylthien-5-yl)methylidenylI-5- 
methylaminosulfbnyl-2-indolinone 


10721 


D 


5 


3-l(4,5,6,7-tetrabydroindol-2-yl)memyHdenyl]-5- 
methylaminosulfonyl-2-indolinone 


10721 


0 


6 


3-(3-chloromethyl-2-hydroxy-5-nitrobenzylideny(l-5- 
methylaminosulfbnyl-2Hndoltnone 


10721 


D 


7 


3-{(2-chiorothien-5-yl)methylidenylI-5- 
methylaminosulforTyi-2Hndolinone 


10721 


0 


8 


3-l{2,4-dimethylpyrrol-6-yl)methylidenyl]-5- 
methylamtnosulfonyl*2-indotinone 


10721 


D 


9 


3-(3-t-butyl-4-bydroxybenrylidenyl)-5- 
methyfaminosuIfonyt-2-indolinone 


10721 


0 


10 


3-{3-bromo-5-t-butyM-hydroxybenzylidenyi)-5- 
methyiaminosulfonyl-2Hndolinone 
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10721 


D 


11 


3-{3.5-di-t-butyl-4-hydroxybenzytidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10721 


■ E 


2 


3-((1-methylbenzimidazoI-2-yl)methylidenyl].5-{4- 
(tnfluoromethyl)phenylaminosulfonyl]-2-indolinone 


10721 


E 


3 


3-((4-chloro-1-methylpyra20l-3-yl)methylidenyl]-5-{4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10721 


E 


4 


3-({2,3-dimethyimien-5-yl)methylidenyl]-5-{4- 
(trtfIuoromethyl}pnenylaminosu[fonyt]-2-indolinone 


10721 


E 


5 


3-[(4.5.6.7-tetrahydroindol-2-yl)methylidenyl).5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indoiinone 


10721 


E 


6 


3-(3-chloromethyl-2-hydroxy-5-nilrobenzylidenyl)-5- 
[4-(trifluoronnethyl)phenylaminosulfonyl]-2- 
indolinone 


10721 


E 


7 


34(2-chforomien-5-yl)melhylidenyl)-544- 
(trifluoromethyl)phenylaminosutfonyl]-2-indoftnone 


10721 


E 


8 


3-((2,4-dimelhylpyiT0l-5-yl)methylidenylI-5-(4- 
(trifluoromethyl)phenylaminosulfonyl}-2Hndo(inone 


10721 


E 


9 


3-(3-t-t)utyl-4-hydro)cybenzyiidenyl)-S44- 
{tri<luoromethyi)phenylaminosuifonyll-2-indo[inone 


10721 


£ 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenrylidenyi)-5-{4- 
(triffuoromethyl)phenylamjnosulfonyl]-2-indolinone 


10721 


E 


11 


3-(3,5-di-t-Dutyl-4-hydroxybenzylidenyl)-S^4- 
(triftuoromethyl)phenylaminosulfonyl]-2-indoltnone 


10721 


F 


2 


3-{{1-melhyibenzimidazol-2-yl)methylidenylJ-5- 
(morpholjn-1-yl)suifonyl}-2-indofinone 


10721 


F 


3 


3-[(4-chloro-1-methyipyra20l-3-yl)methylJdenylJ-5- 
(morpholin-1-yl]sulfonyi}-2-indotinone 


10721 


F 


4 


3-K2,3-dimethylthien-5-yl)niethyl(denyll-5- 
(morphoiin-l-yl)sulfonyi]-2-indoIinone 


10721 


F 


5 


34(4,5,6 J-tetrahydroindol-2-yl)methylidenyl}-5- 
(morpholin-1*yl)sulfonyl]-2-indolinone 


10721 


F 


6 


3-{3-chloromelhyl-2-hydroxy-5-nitrobenzylidenyl)-5- 
(morphQlin-1-yl)sulfonyl]-2-indolinone 
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10721 


F 


7 


3-[(2-chlorothten-5-yl)methylidenyll-5-(morpholio-1- 
yl)sulfonyl]-2-inclolinone 


1 w r £ 1 


. p 


3 


14^9 4-dimpthvlovrrQl-5-vhmethvlidenvn-5- 
(morpholin-1-yl)sulfonyl)-2-indolinone 


10791 

iU/ 4m \ 


p 

r 


g 


3 -1 3-t-h t itv 1 -4- hvri my V be n?v 1 id e nvl 1 -5-4 mtD fD h ol in - 1 - 
yl)sulfonyl]-2-indolinone 


10791 


C 

r 


10 


'^f^-hmmn-'i»t-hijt\/l-4»hvdrowbGn7vlidenvn-5- 

(morpholin-1-yl)sulfonyl)-2-indolioone 




r 


1 1 


J , w-Q t~i*D u ly i**»Tiy u ru Ay oeniy iiu en y 1 
(morpholin-1-yl)suIfonyll-2-indoiinone 


10791 
IU/ ^ 1 


n, 

w 


o 


'^>rM -mpthv fhAnrim id;)7n I*?- vhm&thvlid^nv 11*5-^9 - 

chloroethyl)-2-indolinone 


10791 


G 

w 


3 


34M*rhioro*1 •methvlDv ra2aj-3-vhnnethvltdenvl1*S-(2- 
chloroethyt)-2-fOdolinone 


10791 


w 


4 


34f2 S-dimethv]thien-5-vl)methvlideovl1-5-(2- 
chloroethyl)-2-indolinone 


1072t 


G 


5 


34(4 5 6 7-tetrahvdroindol-2'vnmethvlideovlI-5-{2- 
chtoroethy))-2-indolinone 


10721 


G 


6 


3-(3^loromethyi-2-hydraxy-5-nilroben2ylidenyl)-5- 
(2-chloroethyt)-2-indQlioone 


10721 


G 


7 


3-{(2-chlorothien-5-yl)methyiideoylj-5-(2- 
chloroethyl}-2-tndottnone 


10791 


w 


3 


34(2 4-dimethviDvrrot-5-vnmethvtidenvn-5-(2- 
chloro8thyl)-2-indolinone 


10721 


G 


9 


3-(3-t-butyM-hydro)cybeozylidenyl)-5-(2- 
chloroethyl)*2-indolinone 


10721 


G 


10 


3-(3-bramo-54-butyl-4-hydrDxybenzylidenyl)-5-(2- 
chloroethyi)-2-indolinone 


10721 


G 


11 


3-{3.5-dht-butyl-4-hydroxybenzylidenyl)-5-(2- 
chloroethyl)-2-indoljnone 


10722 


A 


2 


3-(3-t-butyM-hydroxy-5-nitrobenzylidenyl)-5,7- 
dibromo-2-indolinone 
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10722 


A 


3 


3-(2,4,6-trihydroxybenzylidenyl)-57-dibromo-2- 
indolinone 


10722 - 


A 


4 


3-[{2-nitrothien-5-yl)methylidenyl]-5.7-dibromo2- 
indolinone 


10722 


A 


5 


3-{4-carboxybenzylidenyI)-5.7-dibromo-2-indoljnone 


10722 


A 


6 


3-(2,4-difluoroben2yljdenyl)-5, /'-dibromo-2- 
indolinone 


10722 


A 


7 


3-(3.5-dimethyl-4-hydroxyben2ylidenyl)-5.7- 
djbromo-2Hndoltnone 


10722 


A 


8 


3-(34-butyl-5-chloro-4-hydroxybenzylidenyl)-5,7- 
dibromo-2-indoIinone 


1Q722 


A 


9 


3-({2mitrothien-4-yl)methylidenylJ-5.7-dibromo-2- 
indolinane 


10722 


A 


10 


3-{4-di-n-butyiaminobenzylidenyl)-5,7Kiibromo-2- 
tndolinone 


10722 


A 


11 


3-{4-{trifluoromemyl)benzylidenyll-5.7-dibromo-2- 
indolinone 


10722 


B 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenrylidenyl)-5-iodo-2- 
rndoHnone 


10722 


B 


3 


3-(2.4,6-trihydroxyben2yitdenyl)-5-iodo-2-indolinone 


10722 


B 


4 


3-I{2-nitrothien-5-yl)methylidenyl]-5-iodo-2- 
indolinone 


10722 


B 


5 


3-(4-carboxybenzylidenyl)-5-iodo-2-indoiinone 


10722 


B 


6 


3-(2,4-diftuorobenzylidenyi)-5-iodo-2-indolinone 


10722 


B 


7 


3-(3.5-dimethyl-4-hydroxybenzylidenyl)-5-iodQ-2- 
indolinone 


10722 


B 


a 


3-(3-t-butyl-5<;hloro-4-hydroxybenzylidenyi)-5-iodo- 
2-indolinone 
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10722 


B 


9 


3-1 f 2 -ni tro th i Bn-4-v h m et hv I id e nul 1-5 -i od o-2 - 
indoiinone 




D 


10 


u~^*t*ui*i I'uuiyiaiiiuiuucn^yiiuci lytj'O'iUUO c* 

indoiinone 


10722 


Q 


11 


3-f4-/lrifliJoronnethvllhf*n7\/lidpn\/IUS-inrln-5- 
indoiinone 


10722 


c 


2 


3-{3-t-butvl-4-hvdroxv-5-nitrobenzviiden\/0-5- 
dibromo-4-methyl-2-indolinone 


10722 


Q 


3 


3-12 4 S-trihvdraxvbenzvlidenvh-'i-dihrnmrwi. 
niethyl-2-indolinone 


10722 


c 


4 


3-{(2-nitrolhien-5-yl)methylidenylJ-5-dibromo*4- 
methyl-2-indoiinone 


10722 


c 


5 


3-(4-carboxybenzylidenyl)-5-dibronDO-4-nnethyt-2- 
indolinone 


10722 


c 


6 


3-(2.4-diftuorobenzylidenyt)-5-dibrorno-4-fnethyl-2- 
indoUnone 


10722 


c 


7 


3-(3,5-dimethyl-4-hydraxybenzylidenyl)-5-dibromo- 
4-inethyl-2Hndoiinone 


10722 


c 


8 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5' 
dibromo4*nnethyl-2-indotinone 


10722 


c 


9 


3-[(2-nitrothien'4*yi)nfiethylidenyl]-S-dibromo-4- 
methyU2Hndolinone 


10722 


c 


10 


3-(4^i*n-butylaniinobenzylidenyt)-5-dtbromo-4- 
methyt-2-indolinone 


10722 


c 


11 


3-{4-(trifluorDmethyl)benzylidenyll-5*dibronr)o-4- 
methyl-2-indolinone 


10722 


D 


2 


3-{3-t-butyl-4-hydroxy-5-nitrobenzylidenyl)-5- 
methylamino5uIfQnyl-2Hndolinone 


10722 


D 


3 


3-<2,4,6-tnhydroxybenzylidenyl)-5- 
nrtethytaminosutfonyl-2-indollnone 


10722 


D 


4 


3-((2-nitrothien-5-yl)methyhdenyll-5- 
nnethylaminosuifonyl-2-indolinone 



wo 98/07695 



PCTAJS97/14736 



142 
Table 13 



10722 


D 


5 


3-(4-carboxyDen2ylidenyi)-5-methylaminosulfonyl-2- 
indolinone 


10722 - 


D 


6 


3-(2.4-difluorobenzyiidenyl)-5-meihylaminosulfony]- 
2-indoiinone 


10722 


0 


7 


3-(3»5-dimethyl-4-hydroxybenzylidenyl)-5- 
fnelhylaminosulfonyI-2-indolinone 


10722 


D 


8 


3-(3-t-butyl"5-chIorcM-hydroxyben2yiidenyi)-5- 
methylaminosuifonyl-2-indoIinone 


10722 


D 


9 


3-[(2-nitrothien-4-yl)methylidenyl]-5- 
methylamjnosuifbnyl-2-jndolinone 


10722 


D 


10 


3-(4-dt-n-butylaminobenzylidenyl)-5- 
methylaminosulfbnyi-2-jndolinone 


10722 


0 


11 


3-{4-{trifluoromemyl)benzylidenyl)-5- 
methylaminosulfonyl-2-indoIinone 


10722 


E 


2 


3-(3-l-butyl-4-hydroxy-5-nitfobenzylidenyl)-5-[4- 
(trifluoromethyl)phenytaminosutfony]]-2Hndoltnone 


10722 


E 


3 


3-(2.4.6-trihydroxybenzylidenyl)-5-{4- 
(trif!uoramethyl)phenylamino5ulfonyl]-2-indottnone 


10722 


E ■ 


4 


3-{(2-nitrothien-5-yl)methylidenyl|-5-{4- 
(trifluorDmethyl)phenylaminosu]fonyl]-2-indoiinone 


10722 


E 


5 


3-(4-carboxybenzylidenyi)-5-{4- 
{trif1uorornethyl)phenylarninosulfbnyl]-2-indolinone 


10722 


£ 


6 


3-(2.4-difluorobenzylidenyl)-5-(4. 
(trifIuoromemyl)phenylaminosulfonyll-2-indoIinone 


10722 


E 


7 


3-(3,5-dimethy^4-hydroxybenzyiidenyl)-5^4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10722 


E 


8 


3-(3-l-butyl-5-cnioro-4-hydroxybenzylidenyl)-5-{4- 
(tnfiuoromethyl)phenyiaminosulfbnyl]-2-indolinone 


10722 


£ 


9 


3-{(2-nitrothien-4-yl)methylidenylJ-5-{4- 
(tnfluoromethyl}phenyiaminosulfonyi]-2-indoHnone 


10722 


£ 


10 


3-(4-di-n-butylaminobenzylidenyi)-5-{4- 
(trif)uoromethyl)ptienylaniinosulfonyl]-2-indonnone 
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10722 


E 


11 


3-[4-(trifluoromethyl)benzylidenyl)-5-{4- 
(trifluoromelhyl)phenylaminosulfonyl]-2-inclolinone 


10722 -- 


F 


2 


3-{3-t-butyl-4-hydfoxy-5-nitrobenzylidenyl)-5- 
(morpholin-1-yl)aminosuifonyI-2-(ndolinone 


10722 


F 


3 


3-{2.4,6-tnhydroxybenzylidenyl)-5-(morpholin-l. 
yl)aminosulfonyl-2-indolinone 


10722 


F 


4 


3-[(2-nitrothien-5-yI)methyndenyl].5-(morphoiin-1- 
yl)aminosulfonyl-2-indolinone 


10722 


F 


5 


3-(4-carboxyben2ylidenyi)-5-(nriorpholin-1- 
yl)aminosulfbnyl-24ndoiinone 


10722 


F 


6 


3-(2,4-difluorobenzytidenyt)-5-(morphoiin-1- 
yl)amjnosulfonyl-2-indoltnone 


10722 


F 


7 


3-(3,5-dimethyW-hydroxybenzyltdenyl)-5- 
{morpholin*1-yJ)aminosuJfonyl*2-indotinone 


10722 


F 


8 


3-(34-butyl-5-chloro-4-hydroxybenzylidenyl)-5- 
(rnorpholin-1-yl)aminosulfonyl-2-indolinone 


10722 


F 


9 


3-[(2-nilrothien-4-yl)methylidenyl)-5-{morpholin-1- 
yl)aminosulfonyt-2-{ndofinone 


10722 


F 


10 


3-(4-di-n-butyiaminobenzylidenyl)-5-(morpholin-1- 
yl)aminosulfonyt-2-indoitnone 


10722 


F 


11 


3-[4-(trifiuoromethyi)ben2ytidenyl]-5-(morphQlin-1- 
yl)aminosutfQnyU2-indotinone 


10722 


G 


2 


3^3-t-butyl-4-hyclroxy-5-nitrobenzyadenyl)-5-(2- 
chk)rQethyl)-2-indolinone 


10722 


G 


3 


3-{2.4.6-trihydroxybenzylidenyl)-5-(2-chloroethyl)-2- 
tndolinone 


10722 


G 


4 


3-((2-nitromien-5-yl)methylidenyl]-5-(2-chloroethyl)- 
2-indo!inone 


10722 


G 


5 


a-{4-carboxyben2ylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10722 


G 


6 


3-<2,4-difluorobenzylidenyl)-5-(2-chloroethyl)-2- 
indoltnone 
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10722 


G 


7 


3-(3,5-dimethy(-4-hydroxybenzyiidenyl)-5-{2- 
chloroethyl)-2-j n do ti none 


10722 -_ 


G 


8 


3-(3-t-butyl-5-chlofO-4-hydrQxybenzyfidenyl)-5-(2- 
chloroethyt)-2-indolinone 


10722 


G- 


9 


3-({2-nitromien-4-yl)methyljdenyl]-5-{2-cn(oroethyl)- 
2-tndoiinone 


10722 


G 


10 


3-(4-di-n-butylaminobenzylidenyl)-5-(2-chloroethyl)- 
2-indolinone 


10722 


G 


11 


3-[4-(trifluoromethyl)benzylidenyl]-5-(2-chtoroethyl)- 
2*jndotinone 


10723 


A 


2 


3-{2,3,4-trihydroxyben2ylidenyl)-5.7-dibromo-2- 
indolinane 


10723 
* 


A 


3 


3-(2-hydroxy-3-methoxyben2ylidenyl)-5J-dibromo- 
2-indolinone 


10723 


A 


4 


3-(3-bromo-4,5-dihydroxyt)en2ylidenyl)-5,7- 
dibromo*2-jndolinone 


10723 


A 


5 


3-{3.4-dtaceloxybenzylidenyl)-5J-dibramo-2- 
jndoIinoriQ 


10723 • 


A 


6 


3^4-hydroxy-3-methyibenzyiidenyO-5.7-dibromo-2- 
indolinone 


10723 


A 


7 


3-(2-bromobenzylidenyl)-5.7-dibromo-2-indolinone 


10723 


A 


8 


3-(2.4-dihydraxybenzyiidenyl)-5,7-dibromo-2- 
indolinone 


10723 


A 


9 


3-{24iydroxy-4-methoxybenzylidenyl)-5,7-<libromo- 
2-indolinone 


10723 


A 


10 


3-{3-bronioben2ylidenyl)-5,7-dibromo-2-indolinone 


10723 


A 


11 


3-{3.5-di-t-butyl-2-hydroxybenzylidenyl}-5,7- 
ditmnrTO-2-(ndolinone 


10723 


d 


2 


3-{2,3.4-trihydroxybenzylidenyl)-5-iodo-2-indQlinone 
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10723 


B 


3 


3^2-hydroxy-3-methoxyben2ylidenyl).5-iodo-2- 
indolinone 


10723 - 


B 


4 


3-(3-bromo-4,5-dihydroxyben2yiidenyl)-5-iodo-2- 
indolinone 


10723 


B 


5 


3-(3,4-diacetoxybenzylfdenyl)-5-iodo-2-indolinone 


10723 


B 


6 


3-(4-hydroxy-3-methylbenzyiidenyl)-5-iodo-2- 
indolinone 


10723 


6 


7 


3-(2-bromobenzylidenyl)-5-iodo-2-indalinone 


10723 


B 


8 


3-(2,4-dihydroxyben2ylidenyl)-5-iodo-2-tndotinone 


10723 


B 


9 


3-(2-hydroxy-4-methoxyben2yiidenyi)-5-iodo-2- 
indolinone 


10723 


B 


10 


3-(3-bromobenzytidenyl)-5-jodo-2-{ndoiinone 


10723 


B 


11 


3-(3.5-di-t-butyU2-tiydroxybenzylidenyl)-S-iodo-2- 
indolinone 


10723 


C 


2 


3-(2,3.4-trihydroxybenzylidenyl)-5-bromo-4-methyl- 
2-tndoiinone 


10723 


C 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5-bromo-4- 
methyl-2-jndoltnone 


10723 


C 


4 


3-(3-bromo-4,5-dihydroxyben2y(idenyi)-5-bromo-4- 
methyl-2-tndolinone 


10723 


C 


5 


3-{3,4-d(acetoxyben2ylidenyl)-5-bromo-4-methyl-2- 
indolinone 


10723 


C 


6 


3-(4-hydroxy-3-melhylbenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10723 


C 


7 


3-{2-bromobenzylidenyl)-5-brom(M-metliyl-2- 
indoanone 


10723 


C 


8 


3-(2,4-dihydfoxybenzylidenyl)-5-bromo-4-methyl-2- 
tndolinone 
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10723 


C 


9 


3^2-hydroxy-4-methoxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10723 


C 


10 


3-(3-bromoben2ylidenyl)-5-bromo-4-methyl-2- 
jndolinone 


10723 


c 


11 


3-(3,5-di-t-butyl-2-hydroxybenzyljdenyl)-5-bromo-4- 
methyl-2-indolinone 


10723 


D 


2 


3-(2.3,4-lrihydroxyben2ylidenyi)-5- 
melhylaminosulfonyI-2-indolinone 


10723 


D 


3 


3-(2-hydroxy-3-methoxyben2ylidenyl)-5- 
methyJaminosulfonyl-2Hndolinone 


10723 


D 


4 


3-(3-bronnc>4.5-dihydroxybenzylidenyl)-5- 
methylaminosulfonyl-2-indoiinone 


10723 


D 


5 


3-(3.4-diacetoxybenzylidenyl)-5- 
methy]aminosutfonyl-2-tndoltnone 


10723 


0 


6 


3-(4-hydroxv-3-methyiben2ytidenyl)-5- 
metriytamtnosulfonyl-2-indolinone 


10723 


0 


7 


3-(2-bromobenzyiidenyl)-5-methyiaminosulfonyl-2- 
indolinone 


10723 


D 


8 


3-(2»4-dihydroxybenzylidenyl)-5- 
methylaminosutfonyl-2-jndatinone 


10723 


D 


9 


3-(2-hydroxy-4-fnethoxybenzylidenyl)-5- 
methylamino5ulfonyl-2Hndotinone 


10723 


D 


10 


3-(3-bromobenzyiidenyl)-5-methyiaminosuifonyl-2- 
indolinone 


10723 


D 


11 


3-(3,5-di-t-butyl-2-hydroxybenzylidenyt)-5- 
methylaminosulfonyl-2Hndolinone 


10723 


E 


2 


3-<2,3,4-triliydroxybenzylidenyl)-5-(4- 
(trifluoromethyl)phenylaminosuffonyl]-2Hndofinone 


10723 


E 


3 


3-(2-hydroxy-3-methoxyben2ylidenyl}-5-{4- 
(trifluoromethyl}ptienylamtnosulfonyl}-2-indatjnone 


10723 


E 


4 


3-(3-bromo-4.5-dihydroxybenzylidenyl)-5-(4- 
(tntIuoromethyt)phenyiaminosulfonyl]-2-indol[none 
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10723 


£ 


5 


3-{3,4-cliacetoxyben2ylicienyO-5-l4- 
(trifluoromethyl)phenylaminosulfonyli-2-indolinone 


10723 _ 


E 


6 


3-(4-hydroxy-3-methylbenzylidenyl)-5-(4- 
(trifluoromelhyl)phenylaminosulfonylI-2-indolinone 


10723 


E 


7 


3-(2-bromoben2ylidenyl)-5-(4- 
(trifluoronnethyl)phenylanninosulfonyl]-2-indolinone 


10723 


E 


6 


3-(2.4-dihydroxybenzylidenyl)-5-{4- 
(trifluoromethyl)phenylaminosulfonyli-2-indotinone 


10723 


E 


9 


3-(2-hydroxy-4-methoxybe nzy ltdeny l)-5-(4 - 
(trifluoromethyl)phenylaminosulfonylI-2-indoHnone 


10723 


E 


10 


3-(3-bromobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyll-2-indolinone 


10723 


E 


11 


3-{3.5-di-t-butyl-2-hydroxybenzyiidenyl)-5-{4- 
(trifIuoromethyl)phenylamtnosulfonyl]-2-{ndotinone 


10723 


F 


2 


3-(2.3,4-trihydroxybenzyiidenyl)-5-<morpholin-1- 
yl)aminosulfonyl-2-indolinone 


10723 


F 


3 


3-(2-hydroxy-3-methoxyben2ylidenyl)-5-(morphoiin- 
1-yl}aminQsutfonyl-2-jndoftnone 


10723 


F 


4 


3-(3-bromo-4.5-dihydroxyben2yiidenyl)-5- 
(morpholin-1-yl)aminosulfonyi-2-indoiinone 


10723 


F 


5 


3-(3.4-diacetoxyben2yiidenyl)-5-(morpholin-1- 
yl)aminosulfonyi-2-indolinone 


10723 


F 


6 


3-(4-hydroxy-3-methyiben2yiidenyl)-5-(morphoiin-1- 
yi)aminosulfonyl-2*indoUnone 


10723 


F 


7 


3-(2-bromobenzyiidenyl)-5-{morpholin-1- 
y 1; ami no su irony i-<£Hnaoii none 


10723 


F 


8 


3-{2.4-dihydroxybenzylidenyi)-5-(nrwrpholin-1- 
yt)amtnosulfonyt-2-jndolinone 


10723 


F 




3-(2-hydroxy-4-methoxybenzyltdenyl)-5-(naorpho!in- 
1 -yl)aminosulfony l-2-indolinone 


10723 


F 


10 


3-<3-bromoben2yiidenyO-5-(niorphoiin-i- 
yt)aminosulfonyi-2-indolinone 
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10723 


F 


11 


3-{3.5-<lhl-butyl-2-hydroxybenzylJdenyi)-5- 
(morpholin-1-yt)aminosulfonyI-2-indolinone 


10723 


G 


2 


3-(2,3.4-tnhydroxyDen2ylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10723 


G 


3 


3-(2-hydroxy-3-memoxyben2yiidenyl)-5-{2- 
chloroethyl}-2'indoljnone 


10723 


G 


4 


3-(3-bromo-4,5-dihydroxyben2ylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10723 


G 


5 


3-(3,4-diacetoxybenrylidenyl)-5-(2-chlQroethyl).2- 
indoitfions 


10723 


G 


6 


3-{4-hydroxy-3-fTjethylbenzyiideny!)*5-(2- 
chIofoethyI)-2-indolinone 


10723 


G 


7 


3-{2-brQmobenzylidenyl)-5-(2-cfiloroethyl)-2- 
indolinone 


10723 


G 


8 


3-(2.4-dihydroxybenzylidenyl)-5-(2-chloroemyl).2- 
indolinone 


10723 


G 


9 


3-{2-hydraxy-4-memoxyben2yjidenyl)-5-(2- 
chloroethyl)-2-indolinone 



indolinone 



10723 



11 



3-{3.5-di-t-btJtyl-2-hydro)cyben2yiidenyl)-5-{2- 
chloroethyl)-2-indolinone 



10724 



3-{(1-dimetftylaminonapth-4-yl)memylidenyi]-5.7- 
dibronno-2-indoUnone 



10724 



3-(4-hydroxy-3-nitroben2ylidenyl)-5,7-dibromo-2- 
indolinone 



10724 



3-(3-hydroxy-4-nitroben2ylidBnyi)-5,7-dtbromo-2- 
tndolinone 



10724 



34(a-hydroxy-2.3,6,7-tetr3hydro-1H.5H- 
benzo(ijIquinoli2in-9.yl)methylidenylJ.5.7-dibromQ-2- 
indolinone 



10724 



3-(3,5KJiisopfopyl-4-hydroxybenzylidenyl)-5.7- 
dibramo-2-(ndoiinone 
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j 10724 


A 


7 


3-Kben2o(b]furan-2-yl)methy(jdenyll-5.7-dibromo-2- 
indotinone 


10724 - 


A 


9 


34[1-(4-clilorophenyl)pyrrol-2-yl]methylidenyl]-5.7- 
dibronno-2-indolinone 


10724 


A ' 


10 


3-({2-ethylfuran-5-yl)methylidenyl]-5,7-diDromo-2- 
indolinone 


10724 


A 


11 


3-((3.4-dimethylihieno(2,3-bimren'2- 
yl)methylidenyl)-5,7-dibromo-2-indolinone 


10724 


8 


2 


3-((1-<jimethylaminonapth-4-yl)methylidenyll-5-iodo- 
2-indo)inone 


10724 


B 


3 


3-(4-hydraxy-3-nitroben2ylidenyl)-5-todo-2- 
indaiinone 


10724 


B 


4 


3"(3-hydroxy-4-nitrobenzyIidenyl)-5-iodo-2- 
indolinone 


10724 


B 


5 


3-I(8-hydroxy-2.3,6.7.tetrahydro-1H.5H- 
ben20[ij]quinoJizin-9-yl)methylidenyl).5-iodo-2- 
indolinone 


10724 


8 


6 


3-(3.5-dusopropyi-4-hydroxybenzylidenyl)-5-iodQ-2- 
indolinone 


10724- 


B 


7 


3-{(benza[b]furan-2-yl)methylidenyI]-5-iodo-2- 
indolinone 


10724 


B 


9 


3-{(l-(4-chlorophenyl)pyrrol-2-yl]methylidenylI-5- 
jodo-2-indoljnone 


10724 


B 


10 


3-[(2-ethylfuran-5-yt)methylidenyi]-5-iodo-2- 
indolinone 


10724 


B 


11 


3-K3»4-dimethyithieno(2.3-bJtttien-2- 
yl)methyiidenyI]-5-iodc>-2 -indolinone 


10724 


C 


2 


3-[{1-dimethyiaminonapth-4-yl)methyiidenyl)-5- 
bromo-4-methyl-2-indoIinQne 


10724 


C 


3 


3-(4-hydroxy-3-nitrobenzyUdenyl)-5-bromo-4- 
methyl-2-indolinone 


10724 


C 


4 


3-{3-hydroxy*4-nitrobenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 
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10724 


C 


5 


3-((8-hydroxy-2, 3.6. 7-tetrahydro- 1 H. 5H- 

HPflTrtfiilm iinnli7ln^Q-uI\mafK\jl!/4Anvyl7.'^^Kmrw*M a 

ucrit,u(ijjquinoiiiin*3-yiyrneinyiiaenyij"0*ur^ 
methyl-2-indolinone 


10724 


C 


6 


3-(3,5-diisopropyl'4-hydroxyben2yiidenyl)-5-bfomo- 
4-mBthyl-2-indolinons 


10724 


C 


7 


3-((benzolblfuran-2-yl)methyltdenyl]-5-bromo-4- 

iiicii ly t'-^-iiiuoiinonc 


10724 


C 


9 


3-([H4-chlorophenyt)pyrrol-2-yl]metriylidenyll-5. 
ororno-^-iTieiny n uOiinone 


10724 


C 


10 


3-((2-ethylfuran-5-yl)melhylidenyl)-5-bromo-4- 

11 iciiiy 1*^*11 luuii nunc 


10724 


C 


11 


3-((3,4-dimethyIlhieno(2.3-b)thien.2- 

J i^i )ickiiyiiwci ijti'^~Ui uii lw"*t*( 1 icui J i~£*liTuuiinQnc 


10724 


D 


2 


3-({1-dimethylaminonapm-4-yl)meihylidenyll-5- 

II icii ly lai 1 111 iwouiiUt ly 1 ^ II iuuiii lui Its 


10724 


D 


3 


3-(4-hydroxy-3-nitroben2ylidenyl)-5- 

1 1 icii tj lai 1 III iwouii wi I J it ti 1 wiinui ic 


10724 


0 


4 


3-(3-hydroxy-4wiitroben2yHdenyl)-5- 

mpHli/lsminnci ilfnnuL^-tnHntinnna 
iJiciiiyiaiMuiuouiiui iyt*£Mnuuiinunc 


10724 


D 


5 


3^(8-hydroxy-2.3.6,7-tet^ahyd^o-1H,5H- 
Den£u[fjjquinoiizin-^-yi/rncinyiiu6nyij^ 
methylaminosulfonyl-2Hndolinone 


10724 


D 


6 


3-(3.5-diisopropyl-4-hydroxybenzylidenyl)-5- 
iTicinyiarTiinusuiiunyj-^*inuuiinon6 


10724 


D 


7 


3-{(benzo[blfuran-2-yl)methylidenylJ-5- 

iTieuiyiaiiiinuauiiunyf-^Hnuonnwnc 


10724 


D 


9 


3-[1-(4-chlorophenyl)pyrrol-2-yl]methylidenyl)-5- 
methylafninosutfonyi-2Hndolinone 


10724 


D 


10 


3-{(2-elhylfufan-5-yl)methyltdenyl|-5- 
methylamino5ulfonyl-2-indolinone 


10724 


0 


11 


3^(3.4-dimelhylthieno(2.3-bJthien-2- 
yl)methylidenyl]-5-meUiylamtnosulforTyl-2-indo!inone 


10724 


E 


2 


3-((1-dtmethylaminonapth-4-yl)methylidenyll-5-[4- 
(trifluoromethyl)phenylaminosulfonyI]-2-indoltnone 
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10724 


E 


3 


3-(4-hyaroxy-3-nitrobenzylKJenyl)-5-(4. 
(trifluoromethyl)phenylamtnosulfonylI-2-indolinone 


10724 


E 


4 


3-(3-hydroxy-4-nitrobenzylidenyl)-5-{4- 
(trifIuoromethyl)phenytaminosulfonyl]-2-indolinone 


10724 


E 


5 


3-((8-hydroxy-2,3.6.7-telrahydro-1H.5H- 
beazo(ij)quinolizin-9-yl)melhylidenyl]-5-(4- 
(trifiuQromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


E 


6 


3-(3,5-ditsopropyt-4-hydroxybenzylidenyl)-5-{4- 
(trifluoromethyl)phenylaminosijlfonyIJ-2-indolinone 


10724 


E 


7 


3-((benzo[bJfuran-2-yl)methylidenylI.5-[4- 
(trifluoromeihyl)phenylaminosulfonyl)-2Hndolinone 


10724 


£ 


9 


34[1-(4-chlorophenyl)pyrrol-2-yl]methylidenyl|-5-[4- 
(lrifiuoromelhyl)phenylaminosulfonyi]-2-indoiinone 


10724 


E 


10 


3-[(2-€thylfuran-5-yl)methylidenyl)-5H4. 
(trifluofomethyl)phenyiaminosutfonylJ-2-indolinone 


10724 


E 


11 


3-l(3.4-chmemyllhieno[2.3-b]thien-2- 
yl)methy!idenyl)-5-I4- 
(trifluoromethyl)phenylafTunosulfonyl]-2-indoIinone 


10724 




2 


3-(( 1 -dimethylaminonapth-4-yl)fnethylideny l]-5- 
(morpholin-1y!)aminosulfanyl-2-indolinone 


10724 


F 


3 


3-(4-hydro)cy-3-nitfobenzytidenyl)-5-(morpholin. 
1yOaminosuifonyl-2Hndolinone 


10724 


F 


4 


3-(3-hydroxy-4-nitrcbenzylidenyl)-5-(morpholin- 
1yl)aminosulfbny!-2Hndolinone 


10724 


F 


5 


3-I(8-hydroxy-2.3.6.7-tetrahydro-1H.5H- 
ben2o(ijJquinolizin-9-yl)methylidenyl]-5-(morpholin- 
1yl)aminosulfonyl-2-indolinone 


10724 


F 


6 


3-<3.5-diisopropyl-4-hydroxybenzylidenyl)-5- 
(morphoim-1yl)aminosulfonyI-2-indolinone 


10724 


F 


7 


34{ben20(b]furan-2-yi>methylidenyl]-5-(morpholin- 
1yl)aminosutfonyl-2Hndolinone 


10724 


F 


9 


3-l(H4-chlorophenyl)pyiTOI-2-yl)methylidenyll-5- 
{morpholin-1yl)aminosuIfonyl-2Hndolinone 


10724 


F 


10 


3-[(2-ethyIfuran-5-yl)methyltdenyl]-5-(morpholin- 
1 yI)arninosulfonyl-2-indolinone 
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10724 


F 


11 


3-((3,4-dimemylthieno(2.3-t)]thien-2- 
yi)methylidenylJ-5-(rnorpholin-1yl)aminosulfonyl-2- 
indolinone 


10724 


- G 


2 


3-((1-<jimethylammonapth-4-yl)methylideny!l-5-(2- 
chloroethyl)-2-indolinone 


10724 


G 


3 


3-(4-hydroxy-3-nitrot)enzylidenyi)-5-(2-chloroethyl)- 
2-indoltnone 


10724 


G 


4 


3-{3-hydroxy-4-nitrobenzylidenyi)-5-(2-chloroethyl)- 
2-indollnone 


10724 


G 


5 


3.[(8-hydfDxy-2.3.6,7-tetrahydro.1H.5H- 
benzo(ijJquinoli2in-9-yl)methylidenylJ-5-{2- 
chloroethyl)-2-{ndolinone 


10724 


G 


6 


3-(3.5-diisopropyl-4-hydroxyben2ylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10724 


G 


7 


34(ben20(bJfuran-2-yl)memytidenyl)-5-(2- 
chJoroethyt)-2-indolinone 


10724 


G 


9 


3-tt1-(4-chtorophenyI)pyrral-2-yi|methylidenyl)-5-(2- 
chIoroethyi)-2-indolinone 


10724 


G 


10 


3-{{2-ethylfuran-5-yl)methylidenyll-5-(2-chloroethyl)- 
2-indolinone 


10724 


G 


11 


3^(3,4-dimethyUhie^o(2.3-b]thie^-2- 
yl)methylidenylI-5-{2-chloroethyl)-2-indoiinone 


10725 


A 


2 


3-((3-bromothien-2-yi)methylidenyl)-5.7-dibromo-2- 
indolinone 


10725 


A 


3 


3-(2-brQmo-6-hydroxy-5-methoxyben2ylidenyl)-5.7- 
djbromo-2-indoJinone 


10725 


A 


4 


3-{(2.methylfuran-5-yi)memyydenyl]-5.7-dibromo-2- 


10725 


A 


5 


34(3-methyipyrazol-5-yt)methylidenyll-5.7-dibromo- 
2Hnda]jnone 


10725 


A 


6 


3-(2-hydroxy-6-niethoxy-4-fneUiylbBn2ylidenyl)-5.7- 
dibramo-2-indolinane 


10725 


A 


7 


3-[4-(4-formyipiperazin-1-yl)benzylidenyl]-5,7- 
djbromo-2-indoIjnone 
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10725 


A 


8 


3-{4-(morpholin-1-yl)benzyiKlenyl]-5.7-<libromo-2- 
indolinone 


10725 - 


A 


9 


3-[(2-chtoro-4.methoxycarbonyl-3- 
(methoxycarbonylmethyi)pyrrol-5-yl)methyl(cenylJ- 
5 7-dibramo-4-methvl-2-indohnQne 

f ^•■Ivl * 1 w 1 1 1 Iwil * T ' V iw Will IWI Iw 


10725 


A 


10 


3-[I4-bromo-2-(4-chlorophenyi)pyrarol-3- 
yl]methylidenyl]-5,7-<libronno-4-methy)-2-inctolinone 


10725 


A 


11 


3-[{imidaiol-4-yl)melhylidenyl)-5J-dibromo-4- 
methyl-2-indolinone 


10725 


B 


2 


3-((3-bromolhierh2-yl)methylidenylI-5Hoao-2- 
indolinone 


10725 


B 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzylidenyl)-5- 
iodo-2'indolinone 


10725 


B 


4 


3-[(2-memylfuran-5-yt)methylidenyl)-5-ioao-2- 
indolinone 


10725 


6 


5 


34(3-methylpyrazol-5-yl)methyiidenylJ-5-io(5o-2- 
indolinone 


10725 


B 


6 


3-<2-hydroxy-6-m€thoxy-4-methylben2yhdenyl)-5- 
iodo-2-indotinone 


10725 


B 


^ 7 


3-(4-(4-forTnylpiperazin-1-yl)benzylidenyl]-5-iodo-2- 
indolinone 


10725 


B 


8 


3-{4-(morpholin-1-yl)benzyhdenylJ-5-iodo-2- 
indolinone 


10725 


B 


9 


3-{(2-chloro-4-methoxycart30ny»-3- 
(methoxycarbonylmethyl)pyrroU5-yllmethyHdenyI]-5- 
iodo*2-indolinone 


10725 


B 


10 


3-((4-bromo-2-(4-chlorophenyt)pyrazol-3- 
yl]methylidenyll-5-iodo-2-indolinone 


10725 


B 


11 


3-{(imida20l-4-yl)methylidenyl]-5-iodo-2-indoiinone 


10725 


C 


2 


3-l(3-brpmothien-2-yl)methylidenyl|-5-bromo-4- 
methyW-indolinone 


10725 


C 


3 


3-(2-bromo-6-hydroxy-5-methoxyben2ylidenyl)-5- 
bromo-4-metbyl-2-indoltnone 
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10725 


C 


4 


3-((2-methyifuran*5-yl)memylidenylJ-5'bromo-4- 
methyl-2-indolinone 


10725 


_ C 


5 


3-((3-nrielhylpyrazol-5-yl)methyltdenyl]-5-bromo-4- 
methyl-2-indolinone 


10725 


C 


6 


3-(2-hydroxy-6-metrtoxy-4-methylben2ylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10725 


c 


7 


3-{4-(4-formylpip€ra2in- 1 -yl)benzy (ideny IJ-5-bromo- 
4-methyl-2-indolinone 


10725 


c 


8 


344-(morphQlin-1-yl)benzylidenyl]-5-bromo-4- 
methyl-2-indoIinone 


10725 


c 


9 


3-{(2-chloro-4-methoxycartx)nyl*3- 
(methoxy carbonyimethyl) pyrrol- 5-yl)methyl ideny I)-5- 
bromo-4-methy!-2-indolinone 


10725 


c 


10 


3-[[4-brDmo-2-(4-chlorophenyl)pyrazol-3- 
yi]fnetnyiiaenyI]-5-bromo-4-methyl-2-indolinone 


10725 


c 


11 


34(imidazol-4-yl)metnylidenyll-5-bromcMl-meinyi-2- 
indoitnone 


10725 


D 


2 


3-{{3-t}fomothien-2-yl)jnemyl?denyiJ-5- 
methylaminosutfonyl-2*indolinone 


10725 


0 


3 


3-{2-bromo-6-hydraxy-5-methoxybenzylidenyl)-5- 
methylaminosulfon/l-2Hndolinone 


10725 


D 


4 


3^(2-methylfuran-5-yl)methylide^yl]-5• 
methylaminosulfonyi-2-indolinone 


10725 


D 


5 


3-[(3-methytpyrazo»-5-yl)methyiidenyl)-5- 
methylaminosulfanyl-2-indQJinone 


10725 


D 


6 


3-(2-hydroxy-6-metnoxy-4-methy(benzylidenyl)-5- 

iiRfinyidminasuiTonyt-^^nQQiinonc 


10725 


0 


7 


3-{4-<4-fo;Tnylpiperazin-1-yl)benzylidenyl]-5- 
methylaminosulfonyl-2-tndolinone 


10725 


0 


8 


3-{4^niorpholtn-l-yi)ben2ylidenyl]-5- 
mettiylamjnosulfonyf-2-indolinone 


10725 


0 


9 


3-([2-chIoro-4-fnethoxycart)onyl-3- 
;methoxycartonylmethyl)pyrrol-5-ytlmemylidenyl]-5- 
methylaminosulfanyl-2-indolinone 
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10725 


D 


10 


3-([4-bromo-2-(4-chlorophenyl)pyrazQJ-3- 
yl]methyiidenylJ-5-fnethylaminosulfQnyl-2-indoiinone 


1Q725 - 


D 


11 


3-{(irnidazol-4-y»)methylidenyll-5- 
methyl3minosulfonyl-2-indolinone 


10725 


E 


2 


3-{(3-bromotrnen-2-yl)methyIidenyi]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinQne 


10725 


E 


3 


3-(2-bramo-6-hydroxy-5-meihoxyt)enzylidenyl)-5-(4- 
(b'ifluoromethyl)phenylaminosuiifonyl]-2-indoiinane 


10725 


E 


4 


3-[(2-methylfuran-5-yOmethylidenyiJ-5-{4- 
(trifluoromelhyl)phenylaminosulfonyII-2-indolinone 


10725 


E 


5 


3-{(3-nriethylpyrazQl-5-yl)methylidenyt]-5-(4- 
(trifiuoromethyl)phenylaminosulfonyq-2-indo[inone 


10725 


E 


6 


3-(2-hydroxy-6-melhoxy-4-methylben2ylideny!)-5- 
[4-<trifluoromethyl)phenylaminosuIfonyl]-2- 
indolinone 


10725 


E 


7 


3-{4-<4-forrnylpiperaztn-1-yl)ben2yltdenylj-5-(4- 
{trifluoromethyl)phenylaminosulfanylI-2-indoiinone 


10725 


E 


8 


3-{44morpholin-1-yl)benzyiidenyl]-5-(4- 
(trifluoramethyl)phenylaminosuIfonyll-2Hndolinone 


10725 


E 


9 


3-{(2-chloro-4-methoxycarbonyl-3- 
(methoxycarbonylmethyl)pyrrol-5-ylImethylidenyl]-5- 
[4-{trif!uoromethyl)phenytaminosulfonylI-2- 


10725 


E 


10 


34(4-bromo-2-(iP3R!i5l%^'rienyl)pyrazol-3- 
yiJmelhylidenyl]-5-(4. 
{trifluoromethyl)phenyiaminosuifonylJ-2-indQiinone 


10725 


E 


11 


3-I(imidazol-4-yl)methylidenyl)-5-{4- 
(trifluoromethyl)phenylamtnosuttonyl]-2-tndotinone 


10725 


F 


2 


3-({3-bramothien-2-yl)methylidenylJ-5-{morpholin-l- 
yl)suJ(onyl-2-indalinone 


10725 


F 


3 


3-(2-bromo-6-hydroxy-5^ethoxyben2y)idenyl)-5- 
{morphQlin-1-yl)sulfonyl-2-indoiinone 


10725 


1^ 


4 


3-I(2-methylfuran-5-yl)methyiidenyl]-5-{morpholin-l- 
yl)sulfonyl*2Hndolinone 


10725 


F 


5 


3-{(3-methylpyra20l-5-yl)nnetriylidenyl]-5-(morpnotin- 
1-yl)sulfonyl-2Hndolinone 
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10725 


F 


6 


3-(2-hydroxy-6-methoxy-4-metnylben2yliGenyl).5- 
(fnorDholin-1-vhsuIfQnvl-2-indQlinQne 


10725 . 


F 


7 


3-(4-(4-formyipipera2in-l-yl)ben2ylidenyl)-5- 

frnornhnIin-1 .uhd ilffinv/I»7-inrtrtlinrtno 

^11 twi ^1 1 will 1" 1 lyouii ui ly ~ji lu viii iwf ic 


10725 


F 


8 


3-(4-(morpholin-1-yl)benzylidenyl)-5-(morpnolin-i- 
yl)5ulfonyl-2-indolinone 


10725 


F 


9 


3-([2-ch!oro-4-methoxycarDonyl-3- 

^fTiethDifVCarhnnulrTipfhi/hnurrnl-.'^.unmothuIirionun iz 
\i 11(^^1 lUA J uui lyii 1 icu lyi^py 1 1 ui*v*yiji iicinyiiucnyij-O* 

(morpholin-1-yl)sulfonyi-2-indolinone 


10725 


F 


10 


3-[(4-bromo-2*(4-ch!orophenyI)pyra20l-3- 
yijiiicit ly iiuciiyij-^'^rnurpnuiiri'' 1 "yiysuitony i-z- 
indotinone 


10725 


F 


11 


3-{(imidazol-4-yl)methylidenyl]-D-{rnorpnolin-1- 

i/l ilf nn\t I m,inrin a nnno 
y i^ouHui ly c^'iiiULiiiiivJiic 


10725 


G 


2 


3-{(3-bromothien-2-yl)methylidenyi)-5-{2- 
cniurQeinyij-z-inaoiinonc 


10725 


G 


3 


3-(2-bromo-6-hydroxy-5-fnethoxybenzylidenyl)-5-(2- 
i«njwroc[nyi^~z~inuoiinune 


10725 


G 


4 


3-((2-methylfufan-5-yl)methylidenylJ-5-(2- 


10725 


G 


5 


3-K3-memylpyrazol-5-yJ)methylidenyl)-5-(2. 
uniurucinyi /*^*inuoiinunc 


10725 


G 


6 


3-{2-hydroxy-6-methoxy-4-metnylben2ytidenyl)-5- 


10725 


G 


7 


3-{4-(4-forrnylpiperazin-l-yl)benzylidenyll-5-(2- 


10725 


G 


8 


3-[4-{morpholin-1-yl)ben2ylidenyil-5-(2-chtoroethyl}- 
2-indolinone 


10725 


G 


9 


3^[2-chlo^o-4-memoxycarbonyl-3- 
(methoxycarbonylmethyl)pyrrol-5-yl]methyIidenyl]-5- 
(2-chtoroethyl)-2-indolinone 


10725 


G 


10 


3-[I4-bromo-2-{4-chlorophenyl)pyra2ol-3- 
ylJfnemylidenyf)-5-{2-chloroethyi)-2-indoiinQne 


10725 


G 


11 


3-((imidazol-4-yi)methylidenyl]-5-(2-chIoroetriyl)-2- 
indolinone 
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10726 


A 


3 


3-((2-ethoxycarbonyi-4-metrioxycarbonyl-3- 
iricmyipyrTaio-yi;rneinyiiuenyijo, / 
indotinone 


10726 


A 


4 


3-(3-t-butyl-4-hyclroxy-5-methylbenzylideny!).5J- 
ujDiijnK2*/--inuoiinun£ 


10726 


A 


5 


3-((2-bromofuran-5-yl)methyiidenyl]-5.7-<Jibromo-2- 
indoitnone 


10726 


A 


6 


3-{(1,3-dimethylpyrrol-4-y()methylidenyl]-5.7- 
a I uruiTio--^ -1 n uo iifion G 


10726 


A 


7 


3-((5.a-<lihydroxy-1.2.3.4-tetrahydronapm-6- 
yijmemyitaenyij-5,/-<iiDroma-2-indalinone 


10726 


A 


6 


3-(5-fluoro-2-oxindol-3-(denyl)-5,7-dibromo-2- 
inuuiinorte 


10726 


A 


9 


3-(2-oxindol-3Hdenyi)-5,7-<libromo-2-indolinone 


10726 


A 


10 


3-{(2-elhylthien-5-yi)methylidenyl]-5,7^ibfomo-2- 
indotinone 


10726 


A 


11 


3-{4-methoxybenzylidenyl)-57-dibrQmo-2- 
indolinone 


10726 


B 


3 


3-{(2-elho)cycarbonyM-methoxycarbonyl-3- 
rneinyipyrroi-o-yi}metnyl!aenyl]-5Hodo-2-indolinone 


10726 


B 


4 


3-(3-t-butyM-hydroxy-6-melhylbenrylideny()-5- 
jodo-2Hndoiinone 


10726 


B 


5 


3-((2-bromofuran-5-yl)metriylidenyl]-5-iodo-2- 
indolinone 


10726 


B 


6 


3-I( 1 .3-dimethylpyrrol-4-yl)methylidenyl]-5-iodo-2- 
indolinone 


10726 


B 


7 


3-[(5.8-dihydroxy-1,2,3.4-letrahydronapth-6- 
yl)methyIid€nyl]-5-iodo-2-indoIinone 


10726 


B 


8 


3-(5-ftuQfD.2-oxindol-3-idenyi)-5-iodo-2-indoltnone 


10726 


B 


9 


3-((2-oxindol-3-idenyl)rnethylidenylJ-5-iodo-2- 
indolinone 
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10726 


8 


10 


3-({2-ethylthien-5-yl)memylidenyi)-5-(odo-2- 
indolinonp 


. 10726 


- B 


11 


3-{4-metnoxybenzytidenyl)-5-iodo-2-indolinone 


10726 


C 


3 


3-((2-ethoxycarbonyl-4-methoxycarbonyl-3- 
methvlDvrrol-5-vl)methvlidenvn-5-bmmQ-.4-mpthui 
2-indolinone 


10726 


C 


4 


3-{3-l-butyl-4-hydroxy-5-melhylbenzylidenyl)-5- 

brOfnO-il-mpfh 1/1-9 -in^^nlinnno 


10726 


C 


5 


3-((2-bromofuran-5-yl)methylidenylJ-5-bromo-4- 


10726 


C 


6 


34|1,3-dinnetnylpyrrol'4-yi)memylidenyl]-5-bromo^- 
rnGth\/l-2-indoIinQnp 


10726 


C 


7 


3-((5.8-dihydroxy-1.2,3.4-tetrahydronapth-6- 
vl)methvlid6nvtl-5-bramo-4-methvl-7*inrinitnnno 


10726 


c 


8 


3-(5-fluoro-2-oxindol-3-idenyl)-5-bromo-4-methyl-2- 
indotinone 


10726 


c 


9 


3-{2-oxindoi-3Hdenyl)-5-bromo-4-memy]-2- 
indolinone 


10726 


c 


10 


3-{(2-ethyimien-5-yl)methylidenyil-5-bromo-4. 

nv^ftiu i n rinf i n o 
II icu ly r*^'ii luuiiiiUi IB 


10726 


c 


11 


3-(4-fnethaxybenzylidenyl)-5-bfomQ-4-methyl-2- 


10726 


D 


3 


3-((2-etho)cycarbonyl-4-meihoxycarbonyl-3- 
nr[ethylaminosulfonyl-2Hndolinone 


10726 


0 


4 


3-(3-t-butyl-4-hydrDxy-5-methylbenryiidenyl)-5- 
rnethytaminosulfonyl-2-indoljnQne 


10726 


0 


5 


3-((2-bromofuran-5-yl)methyiidenyl)-5- 
methylaminosulfonyl-2-indoltnone 


10726 


D 


6 


3-l(1,3-dimethylpyrrol-4*yl)methylidenyt]-5- 
methylaminosulfonyl-2-indolinone 


10726 


D 


7 


3-((5»8-<lihydfDxy-1.2.3.4-tetrahydronapth-6- 
|fl)methylidenyl)-6-methylaminosulfonyl-2-indolinone 
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10726 


0 


6 


3-{5.fluoro-2-cxin<lol-3-idenyi)-5- 
methy t aminos u If onyl-2-indoiinone 


10725 . 


D 


9 


3-(2-oxindol-3Hdenyl)-5-methylaminosu(fanyl-2- 
tndoiinone 


10726 


D ■ 


10 


3-[(2-ethylthien-5-yt)methy]idenyl|-5- 
methylaminosulfanyl-2-indolinone 


10726 


D 


11 


3-{4-methoxyt}enzyiidenyl)-5-methylaminosulfQnyl- 
2-indolinone 


10726 


E 


3 


3-((2-€thoxycarbonyl-4-methoxycarbony!-3- 
methylpyrrQl-5-yl)methylidenylJ-5-[4- 
(lrifiuoramethyl)phenylanninosulfonyl)-2-indolinone 


10726 


E 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzytidenyl)-5-[4- 
(trifluoromethyl)phenylafninosulfonylJ-2-indol(none 


10726 


E 


5 


3-((2-brofnofuran-5-yl)methylidenylJ-5-{4. 
(triftuoromethyl)phenylaminosulfonyt]-2-indolinone 


10726 


E 


6 


3-[(1.3-dimeihylpyrrol-4-yl)methylidenyl]-5-(4- 
(trifiuQromethyt)phenyiaminosulfonyl]-2Hndotinone 


10726 


E 


7 


3-((5,8-dihydroxy-1,2.3.4-tetfahydranapm-6. 
yi;meinynaenyi]->-i4- 
(lrifluoromethyl)phenylaminosulfonylJ-2-indolinone 


10726 ' 


E 


8 


3-(5-fIuoro-2-oxindol-3-idenyl)-5-{4- 
(trifiuoromethyl)phenylaminosutfonyl]*2-indolinone 


10726 


E 


9 


3-(2-oxindoI-3-idenyl)*5-(4- 
(trifiuoromethyi)phenylaminosulfbnyl]-2-indolinone 


10726 


E 


10 


3-[(2^thylthien-5-yl)methylidenyll-5-(4. 
(trifluoromethyl)phenylaminosulfonyi]-2-indolinane 


10726 


E 


11 


3-{4-memoxybenzylidenyl)-5-(4- 

ftrifitJnmfnPthvt\nhon\/i3minrtcii(fnni/n.0-inHftlinf^na 

\uiiiuuii,^iicuiji^pucnyiarninoautTunyij~iiHnuuiin 


10726 


F 


3 


3-((2-€thoxy carbony M*-metho )cy carbony i-3- 
methylpyrrol-5-yl)methylidenylI-5-(nnorphoiin-1- 
yJ)sulfonyI-2-indol!none 


10726 


F 


4 


3-(3-l-butyl-4-hydroxy-5-meUiylbenzylidenyl)-5- 
(morphoIin-l.yi)sulfony!-2"indolinone 


10726 


F 


5 


3-[(2'bromofuran-5-yl)methyiidenyl|-5-(morpholin-1- 
yl)sulfonyi-2-indolinone 
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10726 


F 


6 


3-I(1.3-<jimethylpyrrol-4-yi)memylidenyl)-5- 
(morpholin-1-yl)suifonyt-2-indolinone 


10726 


F 


7 


3-[(5.8-dihydroxy-1,2.3.4-tetranydronapth-5- 
yl)methylidenyl]-5-(morpholin-1-yl)suifonyi-2- 
indolinone 


10726 


F 


8 


3-(5-fluoro-2-oxindol-3-idenyl)-5-{morpholin-1- 
yl)sulfonyl-2-indolinone 


10726 


F 


9 


3-(2-oxindol-3-idenyl)-5-(morphol!n-1-yl)sulfonyl-2- 
indolinone 


10726 


F 


10 


3-({2^thyithien-5-yI)methylidenyl]-5-(morpholin-1. 
yl)sul fony l-2-indol inone 


10726 


F 


11 


3-(4-methoxybenzyiidenyl)-5-(morpholin-';. 
yi)sulfonyl-2-indolinone 


10726 


G 


3 


3-{(2-ethoxycarbonyl-4-methoxycart)onyl-3- 
methylpyrro^5-yi)methylidenyll-5-(2-chloroethy*)-2- 
indolinorte 


10726 


G 


4 


3-(3-t-butyi-4-hydroxy-5-methylbenzyiidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10726 


G 


5 


3-{(2-brofnofuran-5-yi)methylidenylJ-5-(2- 
chloroethyl)-2-indolinone 


10726 


G 


6 


3-(( 1 .3-dimetnylpyiToM-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indoJinone 


10726 


G 


7 


3-[(5.B-dihydroxy-1,2,3.4-tetrahydranapth-6- 
yl)methylidenyl]-5-{2-chloroethyl)-2-indoIinone 


10726 


G 


6 


3-(5-fiuaro-2-oxindol-3-idenyl)-5-(2-chtoroethyl)-2- 
indolinone 


10726 


G 


9 


3-(2-oxindol-3-idenyl)-5-(2<hlofQethyl)-2-indolinone 


10726 


G 


10 


3^(2-emylU^len-5-yl)metnylidenyl]-5-{2-chlo^oethyl)- 
2-indotjnQne 


10726 


G 


11 


3-<4-memoxybenzylidenyl)-5-(2-chloroemyl)-2- 
indoHnone 


10727 


A 


2 


3-(4-diethylaminabenzylidenyl)-5.7-<libfomo-2- 
mdolinone 

— — 
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10727 


A 


3 


3-[(2.4-<jiethylpyrrol-5-yl)methylidenyli-5,7-<libromo- 
2-inclolinone 


10727 


A 


4 


3-{3-bromo-5-chlaro-2-hydroxybenryIideny0-5,7- 
dibromo-2*indolinone 


10727 


A 


5 


3-[2-(4K:hlorophenylmercapto)ben2yiidenyl]-5,7- 
dibromo— 2-indolinone 


10727 


A 


6 


3-((5-chloroben20dioxolan-6 yl)melhylidenyl]-5.7- 
dibromo-2-indolinone 


10727 


A 


7 


3-[(1 .4-ben2apyranon-3 yl)methy|jdenyl)-5, 7- 
dibromo-2-indoiinone 


10727 


A 


8 


3-(3-cyanobenzylidenyl)-5,7-dibromo-2-indolinone 


10727 


A 


9 


3-(4-cyanoben2ylidenyi)-5.7-dibfomo-2-indolinone 


10727 


A 


10 


3-(2.5-dihydroxyben2yndenyl)-5.7-dibromo-2- 
tndo) inane 


10727 


A 


11 


3-(2,3-dinnethoxybenzylidenyl)-5.7-dibromo-2- 
indolinone 


10727 


B 


2 


3-(4-dielhylaminobenzylidenyl)-5-iodo-2-indaIinone 


10727 


B 


3 


3-{(2.4-diethylpyrrQl-5-yl)methyiidenyl]-5-iodo-2- 
indolinone 


10727 


B 


4 


3-(3-bronno-5-chlQro-2-hydraxybenzylidenyl)-5HOdo- 
2-indolinone 


10727 


8 


5 


3-(2-(4-chlorophenylmercapta)benzylidenyl]-5-iodo- 

O^ififinWnnnct 

^'inuoiinuric 


10727 


B 


6 


3-{{5-chlorobenzodioxoian-6-yi)methylidenyll-5- 
iodo-2Hndoltnone 


10727 


6 


7 


3-{( 1 ,4-benzopyranon-3-y l)methylidenyll-5-iodo-2- 
tndotinone 


10727 


B 


8 


3-{3-cyanoben2ylidenyl)-5-iodo-2-indolinone 
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10727 


B 


9 


3-(4-cyanobenzylidenyl)-5-(oc!o-2-indolinone 


10727 . 


B 


10 


3-(2,5-dihydroxyben2ylidenyl)-5-iocjQ-2-indohnar>e 


10727 


B 


11 


3-(2,3-dimeihoxyben2ylidenyi).5-iodo-2-indoiinone 


10727 


C 


2 


3-(4-diethylaminoDenzyiidenyl)-5-Dromo-4-meihyl- 
2'indolinone 


10727 


C 


3 


3-[(2.4-diethylpyrrol-5-yl)methylidenylJ.5-dromo-4-" 
metJiyI-2-indotinone 


10727 


C 


4 


3-(3-bromo-5-chioro-2-hydroxyben2yliaenyl)-5- i 
bromor4-methyl-2-indolinone 


10727 


C 


5 


3-[2-(4<hlorophenylmercapto)DenzyUdenyl).5- 
bromo-4-methyl-2-indolinone 


10727 


C 


6 


3-((5<hiorobenzodioxolan-6-yl)methylidenyl]-5- 
bronrro-4-methyI-2-indaiinone 


10727 


C 


7 


3-l( 1 .4-benzopy ranon-3-yl)methy lideny l]-5-brom<M- 
niethyl-2-tndolinone 


10727 


C 


8 


3-{3-cyanoben2ylidenyl)-5-bromo-4-methyl-2- 
indoitnon6 


10727 


c 


9 


3-(4<yanoben2ylidenyl)-5-bromo-4-methyl-2- 
indoiinone 


10727 


c 


10 


3-(2,5-dihydroxybenzyIidenyl)-5"brorTio-4-memyl-2- 


10727 


c 


11 


3-(2»3-dimethoxyben2yhdenyl)-5-bromo-4-memyl-2- 
indolinone 


10727 


D 


2 


3-(4-diethytaminobenzylidenyl)-5- 
melhylaminosulfonyl-2-indolfnone 


10727 


0 


3 


3-{(2.4-diethylpyrral-5-yl)methyiidenyl]-5- 
methyiaminosulfonyl-2-indolinone 


10727 


0 


4 


3-(3-brDmo-5-cMoro-2-hydroxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 
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10727 


D 


5 


3-[2-(4-chlorophenylmercapto)Denryiiclenyl)-5- 
methylaminosulfonyl-2-indoiinone 


. 10727 . 


D 


6 


3-((5-chloroben20dioxatan-6-yl)methyiideny!]-5- 
methylaminosulfonyl-2-indolinone 


10727 


D 


7 


3-({ 1 .4-ben2opyranon-3-yl)methyl(denyl)-5- 
methylaminosulfonyi-2-mclolinone 


10727 


D 


3 


3-(3<yanoben2yliclenyl)-5-melhylaminosulfonyl-2- 
indoiinone 


10727 


D 


9 


3-(4-cyanoben2yfidenyl)-5-methylaminosulfonyt-2* 
tndolinone 


10727 


D 


10 


3-(2.5-dihydroxyben2ylidenyl)-5- 
methylaminosulfonyI-2-indolinone 


10727 


D 


11 


3-(2.3-dimelhoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10727 


E 


2 


3-(4-diethylami^obenzyiide^yl)-5^4- 
(triftuoromethyl)phenylamtnosulfonyl]-2-indolinone 


10727 


E 


3 


3^(2,4-diethylpyfrol-5-yl)methylidenyl)-5-(4- 
(trinuoro methyl )pheny lam inosulfonyl}-2-indQlinone 


10727 


E 


4 


3-(3-bromo-5-chioro-2-hydroxyben2ytidenyl)-5-l4- 
(tnfluoromethyl)phenyiamjnosuifonyl]-2*indolinone 


10727 


E 


5 


3-(2-(4^lorophenylmercapto)benzylidenyl).544- 
(triftuoramethyi)phenylaminQsulfonyl)-2Hndolinone 


10727 


E 


6 


34(5-chlorabenzodioxoian-6-yl)methylidenylJ-5-14- 
(triRuofomettiyl)pheny!aminosutfonylj-2-indolinone 


10727 


E 


7 


34( 1 ,4-be nzopy ranon-3-y l)methy lideny ll-5-(4- 
(trifhjQromethyl)phenylaminQsulfonyll-2-indolinone 


10727 


E 


8 


3-{3-cyanobenzylidenyl)-5-{4- 
(trif1uoromethyl]phenylaminosulfonyl)-2-indolinone 


10727 


E 


9 


3-(4-cyanobenzylidenyl)-544- 
(trifluoromethyl)phenylaminosulfonyll-2-indolinone 


10727 


E 


10 


3-(2, 5-dihydroxy benzylidenyl)-5-{4- 
(triftuoromethyl)phenylaminosulfonylI-2-indatinone 
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10727 


E 


11 


3'(2.3-dimemoxycenzylidenyl)-5-{4- 
(trifluoronriethyl)phenylaminosulfonyl]-2-indolinone 


10727 


F 


2 


3-(4-diethylaminobenzylidenyl)-5-(morphotin-l- 

\/n<:iilfnn\/l.7-inHolinnnA 


10727 


F • 


3 


3-{{2.4-diethylpyrrol-5-yi)methyl(denylj-5- 

(mornholin-1-vnsLilfDn\/l-?-inrinlinnnf» 


10727 


F 


4 


3-{3-brofno-5-chloro-2-hydroxybenzylidenyl)-5- 
\iriui pnuun- j -yi/suiionyi-^-inouioione 


10727 


F 


5 


3-[2-(4-chlorQphenytmerc3pto)ben2ylidenyll-5- 
^rnurpnoNn- 1 -yi^suirQnyi^t-inuOiincne 


10727 


F 


6 


3-((5-chlorobenzodioxoian-6-yl)melhylidenyl]-5- 

{ mnrnhnlin-1 -uhci ilfnnxiL^-inrtnlinnna 
lui ^1 luuit* i~j i^duiiuiiyi'^'tiiuufiiiuf IC 


10727 


F 


7 


3-{(1.4-benzopyranon-3-yl)methylidenyl)-5- 
(t Hurpnuun* i -yi;5Uironyt***iriaoi inane 


10727 


F 


8 


3-{3-cyanoben2ylidenyl)-5-(morpholin-1-yl)sulfonyl- 

It luwiii tunc 


10727 


F 


9 


3-(4-cyanobenzyljdenyi)-5-(morpnolin-1-yt)sulfony|. 

£. II lUUIII IWI IC 


10727 ■ 


F 


10 


3-(2.5-dthydroxyben2ylidenyl)-5-(morptiolin-1- 
yijsuiTwnyi-Z'inuonnofic 


10727 


F 


11 


3-(2,3-dimethoxybenzylidenyl)-5-(morpholin-1- 
yi jaUiiony i-iC-inQOiinunc 


10727 


G 


2 


3-<4-clieUiylaminobenzylidenyl)-5-(2-chIofoetnyl)-2- 
{nuaiinonc 


10727 


G 


3 


3^(2.4-djethylpyr^al-5-yi)methylidenyl}-5-(2- 
chloroethyl)*2*indolinone 


10727 


G 


4 


3-(3-bromo-5-chloro-2-hydroxyben2ylidenyl)-5-(2- 
chioroelhy!)-2-indoiinone 


10727 


G 


5 


3-l2^4-chlorophenylme^capto)ben2yiidenylJ-5-(2- 
c:htoroethyl)-2-tndoiinone 


10727 


G 


6 


3-[(5-chloroben20dioxolan-6-yl)methylidenyl]-5-{2- 
chloroethyl)-2-indolinone 
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10727 


G 


7 


3-((1,4-ben2opyranon-3-yi)methylidenyl]-5-{2- 
cnioroeinyi /-^-(nooiinonc 


10727 ' 


G 


8 


3-(3-cyanobenzylidenyI)-5-(2-ch!oroethyl)-2- 
indoiinone 


10727 


G 


9 


3-<4-cyanoben2ylidenyl)-5-(2-chioroethyl)-2- 
indolinone 


10727 


G 


10 


3-(2,5-<lihydroxybenzyjidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10727 


G 


11 


3-(2.3-dimethoxyt3enzylidenyl)-5-(2-cnioroetnyl)-2- 
tndolinone 


10728 


A 


2 


3-(2.5-<Jimethoxybenzyltdenyi)-5.7-dibromo-2- 
indoiinone 


10728 


A 


3 


3-(2.6-dimethoxyDenzylidenyl)-5J-<ljbromo-2* 
indolinone 


10728 


A 


4 


3-{3,5-dimelhoxybenzy!idenyl)-5,7-dibromo-2- 
indotinone 


10728 


A 


5 


3-(4-dimeUiylamino-2-methoxyben2ylidenyl)-5.7- 
dibrQmo-2-indolinone 


10728 


A 


6 


3-({fluoren-2-yl)methyIidenyll-5.7-dibromo-2- 
indolinone 


10728 


A 


7 


342-fluoro-3-(trifluofomethyl)ben2ylidenyiJ"57- 
dibromo-2-indolinone 


10728 


A 


8 


3-{2-fluoro-5-(triRuoromethy*jbenzylidenyl)-5,7- 
dibramo-2-indoiinone 


10728 


A 


9 


3-(2-fluoro-6-(trifluoromethyl)ben2ylidenyl)-5J- 

UlUi Ul 1 Iw'C II lUUIII lUI Its 


10728 


A 


10 


3-{2-carboxymelhoxybenzy!idenyl)-5,7-dibromo-2- 
indolinone 


10728 


A 


11 


3-{(4-fnethoxyben2odioxolan-6-yl)methylidenyl]-5,7- 
dibromo-2-indolinone 


10728 


B 


2 


3-(2,5-dimemoxyben2ylidenyl)-5-iodo-2-indQlinone 
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.10728 


B 


3 


3-{2,6-<ltmethoxybenzyiidenyJ)-5-iodo-2-inclolinone 


10728 - 


B 


4 


3-(3.5'dimethoxybenzyljdenyl)-5-iodo-2-indohnone 


10728 


6 


5 


3-(4-dimethylamino-2-methoxyben2ytidenyl)-5-iodo- 
2*indotjnone 


10728 


B 


6 


3-l(fluoren-2-yi)methylidenyl]-5-iodo-2-indoitnone 


10728 


B 


7 


3-(2-fiuoro-3-(trinuoromethyi)benzylidenylJ-5HOdo-2- 
indoiinone 


10728 


B 


8 


3-(2-fluoro-5-(trifluorofnethyi)benzylidenyi)-5-iado-2- 
indolrnone 


10728 


B 


9 


3-[2^uQfo-6-(tnRuoromethyl)ben2ytidenylJ-5-iodo-2- 
tndotinone 


10728 


6 


10 


3-(2-carboxymethoxybenzylidenyl)-5-iodo-2- 
indolinone 


10728 


B 


11 


3-((4-metrtoxybenzodioxolan-6-yl)methylidenylJ-5- 
iodo-2-indolinone 


10728 


C 


2 


3-(2.5-dimethoxybenzyl»denyl)-5-bromo-4-methyl-2- 
rndolinone 


10728 


C 


3 


3-(2.5-dimethoxyben2ylidenyl)-5-bromo-4-nnethyl-2- 
ind^inone 


10728 


c 


4 


3-{3,5-dimethoxybenzyiidenyI)-5-bromo-4-methyl-2- 
indolinone 


10728 


c 


5 


3^4-dimethylamino•2-methoxybenzy^ide^yl)-5- 
bromo-4-methy l-2-indolinone 


10728 


c 


6 


34(fluoren-2-yI)methyiidenyl]-5-dromo-4^ethyl-2- 
indolinone 


10728 


c 


7 


3-{2-fluoro-3-(trifluoromethyl)benzyltdenyl]-5-bromo- 
4-melhyl-2-indolinone 


10728 


c 


8 


3-{2-fluoro-5-{tfiftuoromethyl)benzylidenylJ-5-bromo- 
4-methy(-2-indolinone 
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10728 


C 


9 


3-(2-fluoro-6-(trifluorofnethyl)benzylidenyl]-5-bromo- 
4-methy l-2-indolin one 


10728 . 


C 


10 


3-(2-carboxymethoxyben2yltdenyl)-5-bromo-4- 
methyl-2Hndolinone 


10728 


C 


11 


3-[(4-memoxybenzodioxolan-€-yi)methyliaenyI]-5- 
bromo-4-methyl-2-indolinone 


10728 


0 


2 


3-( 2. 5-dimethoxy benzy lidenyi ).5- 
methylaminosullbnyl-2-indottnone 


10728 


0 


3 


3-(2,6-dimethoxyben2yIidenyl)-5- 
fnethylaminosuifonyl-2-indolinone 


10728 


D 


4 


3-(3,5-dimethoxyben2ylidenyl)-5- 
methylaminosu!fonyU2-indolinone 


10728 


D 


5 


3-(4-dimelhylamino-2-methoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indoltnone 


10728 


0 


6 


34(nuoren-2-yl)methyiklenyl|-5- 
methylamtnosultonyI*2-indoiinone 


10728 


0 


7 


3-{2-fluoro-3-(lrifluorometfTyl)benzylidenylj-5- 
melhylaniinosulfonyl-2-indolinone 


10728 


D 


8 


3-{2-fiuoro-5-(trifluoramethyl)benzylidenyl}-5- 
methyiaminosutfonyt-2-indoitnone 


10728 


D 


9 


3-{2-fluoro-6-(trifiuQromethyt)benzylidenyl)-5- 
methylaminosutfonyl-2-indotinone 


10728 


D 


10 


3-(2-carboxymemoxybenzylidenyl)-5- 
methytanitno5Ulfonyl-2-indoUnone 


10728 


0 


11 


3-l(4-methoxybenzodioxolan-6-yl)methylidenyl)-5- 
methylaniinosulfonyl-2'indoIinQne 


10728 


E 


2 


3-(2.5-dimethoxybenzylidenyl)-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10728 


E 


3 


3-(2,6-dimethoxybenryIidenyl)-5-{4- 
(trjfluoromethyl)phenylamtnosulfonyl]-2-indolinone 


10728 


E 


4 


3-{3.5-dimethoxyben2yiidenyl)-5-[4- 
{trifluQromethyl)phenylaminosuifonyll-2-indolinone 
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1Q728 


E 


5 


3-<4-(jimethyiamino-2-methoxybenzylidenyi)-5-(4- 
(trif!Lioramethyl)phenylaminosulfonyi]-2-indoljnone 


10723 


E 


6 


3-{(fiuoren-2 -y l)methy lidenyl]-5-[4- 
(trifluoronnethyl)phenylaminosuifonyl]-2-indolinone 


10728 


E 


7 


3-(2-flLJoro-3-{lrifluoromethyl)ben2y|jdenylJ-5-[4- 
f tri fluoro rneth u h Dh s nv 1 arni n OS ti If onu 1 1 .9 . i ri rt n t i rin n A 


10728 


E 


8 


342-fiuoro-5-(trifluoromethyl)benzyhdenyl]-5-[4- 
(triftuorornethvl)DhenvlarninQsulfonvlU?-inHnitnnrio 


10728 


E 


9 


342-fluoro-6-(trifluorome[nyl)t3en2ylidenyl)-5.[4- 
(trifluoroinethyI}phenytafninosulfonyl]-2'-indotinone 


10728 


E 


10 


3-(2<arboxymethoxyDenzyiidenyl)-5-[4- 
(trifluoromGthvllDhenvlaminasulfonvll-^-inriniinnnfi 


10728 


E 


11 


3-{(4-meihoxybenzodioxolan-6-yl)methyUdenylj-5- 
[4-(trifi uoforn 6th V h Dh env lamin OS u 1 fnn V 11 -7 . 
indalinone 


10728 


F 


2 


3-(2,5-dimethoxybenzyiidenyl)-5-(morpholin-1- 
yl)aminosulfbnyt-2 -indalinone 


10728 


F 


3 


3-{2.6-dimethoxybenzylidenyI).5-(morpholin-l- 
vnaminasiilfonvl-^-indolinon^ 

/ i/W* ■ •VvMIIWI 1 Jf 1 ^ II IWWIII iUI IC 


10728 


F 


4 


3-(3,5-dimethoxyben2yiidenyl)-5-(morpholin-1- 
yl}aminosulfony]-2-indotinone 


10723 


F 


5 


3-(4-dimethylamino-2-nnethoxybenzyIidenyl)-5- 
(fnorpholin-1-yl)aminosulfonyl-2-indolinone 


10728 


F 


6 


3-{(fluoren-2-yl)metiiyiidenyll-5-{morpholin-1- 
vnaminosulfon\/U2-(ndnlirton0 


10728 


F 


7 


3-{2-fluoro-3-(trifluoromethyl)benzylidenyl]-5- 
(morphoUn-1 -yl)arTnnc3uifonyl-2-indolinone 


10728 


F 


6 


3-(2-fluoro-5-{trifluoromethyObenzylidenyll-5. 
{morpholin-1-yl)aminosulfonyi-2-indolinone 


10728 


F 


9 


3-I2-fluofo-6-{trifluoromethyl)benzylidenyl]-5- 
(morpholin-l-yI)anninosulfonyl-2-indoljnone 


10728 


F 


10 


3-(2-carbQxymethoxybenzylidenyl)-5-{morpholin-l- 
yl)aminosulfonyl-2-rndolinone 
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10728 


F 


11 


3-{{4-methoxybenzodioxoian-6-yl)methylideny()-5- 
(morpholin-1-yl)aminosulfonyl-2-indolinone 


10728 , 


G 


2 


3-(2,5-dtmeihoxyben2yiidenyl)-5-{2-chloroethyi)-2- 
indolinone 


10728 


G • 


3 


3-{2,6-dimethoxyben2ylidenyl)-5-{2-chloroethyl)-2- 
indolinone 


10728 


G 


4 


3-(3.5-dimethoxybenzylidenyl)-5-(2-chIoroethyl)-2- 
indolinone 


10728 


G 


5 


3-(4-difnethylamina-2-mettioxybenzylidenyl)-5-(2- 
chloroethy l)-2-indolinone 


10728 


G 


6 


3-[{fluoren-2-yl)memylidenyl]-5-(2<hloroethyl)-2- 
indoltnone 


10728 


G 


7 


3-(2-nuQro-3-{trifluoromethyl)benzylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10728 


G 


8 


3-{2-fluoro-5-(trifiuoromethyl)ben2ylidenyt)-5-(2- 
chloroethyl)-2-indolinone 


10728 


G 


9 


3-{2-fluoro-6-(trifluQromethyi)benzylidenyl)-5-(2- 
chlOfoethyl)-2-indolinone 


10728 ' 


G 


10 


3-{2-carboxymethoxybenzylidenyl)-5-{2- 
chloroethyl)-2-indolinone 


10728 


G 


11 


3-[(4-methoxybenzodioxolan-6-yl)fnethylidenyll.5- 
(2-chloraethyl)-2-indolinone 


10729 


A 


2 


3-((2-methoxynapth-1-yl)nnethyljdenyl)-5J-dibromo- 
2-indolmone 


10729 


A 


3 


3-{(l-methoxynapth-4-yl)methyiidenyl)-5,7-dibron:io- 
2*indolinone 


10729 


A 


4 


3-(4-memylnnercaptobenzylidenyl)-5,7-dibronno-2- 
indolinone 


10729 


A 


5 


3^(3-meU^yiW^ien-2-yl)methylidenyiJ-5,7-dib^omo-2- 
indolinone 


10729 


A 


6 


3-(3-phenoxyben2ylidenyl)-5,7-dibromo-2- 
indolinone 
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10729 


A 


7 


34(pyrid-2-yl)methyiidenyl]-5.7-<3ibromo-2- 
indalinone 


10729 


A 


8 


3-((pynd-3-yl)methyiideny!]-5,/-diDromo-2- 
indolinone 


10729 


A 


9 


3-((pynd-4-yl)methylidenyl|-57-dibromo-2- 
indotinone 


10729 


A 


10 


3-(4-(pyrrolidin-1-yl)benzylidenyll-5.7-dibromo.2- 
ind oil none 


10729 


A 


11 


3-((cyclohexen-3-y()methyiidenyl]-5.7-dibromo-2- 
indolinone 


10729 


B 


2 


3-{{2-methoxynapth-1-yl)methylidenyl]-5-iodo-2- 
indolinone 


10729 


B 


3 


3-{(1-methQxynapth-4-yl)methylidenylJ-5-iQdo-2"^ 
indolinone 


10729 


B 


4 


3-(4-methylmercaptQbenzyiidenyl)-5-jodo-2- 
indolinone 


10729 


6 


5 


3-[(3-memyllhien-2-yl)memylidenylJ-5-iodo-2- 
indoltnone 


10729 


B 


6 


3-(3-pheno)cybenzylidenyl)-5-iodo-2-indolinone 


10729 


B 


7 


3-((pyrid-2-yl)methylidenylJ-5-iodo-2-indolinone 


10729 


B 


6 


3-{(pyrid-3-yl)memylidenyl]-5-iodo-2-indolinone 


10729 


B 


9 


3-{(pyrid-4-yl)methylidenyl)-5-iodo-2-indolinone 


10729 


B 


10 


3-l4-{pyrrolidin-Vyl)ben2ylidenyl)-5HOdo-2- 
indoiinone 


10729 


B 


11 


3-{(cyclohexen-3-yl)methylidenyll-5-iodo-2- 
indolinone 


10729 


C 


2 


3-[(2-methoxynapth-l-yl)metnylidenyl]-5-bromo-4- 
methyl-2-indolinone 



PCT/US97/14736 

, :^ Table 13 



10729 


C 


3 


3-[(1-metnoxynaptn^-y()methy!iw^*'iytI-'5-bromo-4- 
methyl-2-indoiinone 


10729 


C 


4 


3-{4-methytmefcaptobenzyliclenyl)-5-bromo-4- 
methyl-2-indolinone 


10729 


c 


5 


3-((3-methylthien-2-yl)methylidenyl)-5-brorno-4- 
methyi-2-inctoiinone 


10729 


c 


6 


3-{3-phenoxybenzylidenyl)-5-bromo-4-methyl-2- 
indotinone 


10729 


c 


7 


3-[(pyrid-2-yl)methylidenyll-5-bromo-4-methyl-2- 
indolinone 


10729 


c 


6 


3-[(pyrid-3-yl)methylidenyl]-5-bromo-4-methyi-2- 
indolinone 


10729 


c 


9 


3-[(pyrid-4-yl)methylidenyl)-3-bromo-4-methyl-2* 
indolinone 


10729 


c 


10. 


3-{4-(pyrroiidin-1-yl)ben2yadenyl)-5-bromo-4- 
methyl-2-indolinone 


10729 


c 


11 


3-{(cyclohexen-3-yl)methylidenyll-5-bfomo-4- 
methyl-2-indolinone 


10729 


D 


2 


3-[{2-methoxynapth-1-yl)metr(ylidenylJ-5- 
methylaminosutfanyl-2-indoiinQne 


10729 


D 


3 


3-[{1-methoxynapth-4-yl)rnethyiidenyil-5- 
methylaminosuifonyi-2-indolinQne 


10729 


D 


4 


3-(4-methylmercaptobenzylidenyl)-5- 
niethylanninosulfonyl-2-indoIinone 


10729 


D 


5 


3-{{3-methylthien-2-yl)nnethylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10729 


D 


6 


3-(3-phenoxybenzytidenyl)-5-methyiaminosuifonyi- 
<c*inuuiinunB 


10729 


D 


7 


3-{{pyrid-2-yl)methyiidenyl]-5-methylaminasulfonyl- 
2Hndolinone 


10729 


D 


6 


3-[(pyrid-3-yl)methylidenyl)-5-methylamjnosuifanyi- 
2HndQlinone 
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10729 


A 


7 


3-I(pyrid-2-yl)memyltdenyl)-5.7-dibromo-2- 
indolinone 


10729 


A 


a 


3-[(pynd-3-y!)methylidenyl)-5.7-dibromo-2- 
indolinone 


10729 


A 


9 


3-[(pynd^-yl)methyiidenyli-5, 7-dibromo-2- 
indolinone 


10729 


A 


10 


3-(4-<pyrroIidin-1.yl)benzyiiaenyll-5,7-dibromo-2-" 
indolinone 


10729 


A 


11 


3^(cyclohexe^-3-yl)methylidenyl|-5,7-dibromo-2-■ 
indolinone 


10729 


B 


2 


3-[(2-memoxynapth-1-yl)methylidenyll-5-iodo-2- 
indolinone 


10729 


B 


3 


3-{(1-methoxynapm-4-yl)methylidenyl]-5-iodo-2- 
indotinone 


10729 


8 


4 


3-<4-methyimercaptobenzylidenyi)-5-iodo-2- 
indolinone 


10729 


B 


5 


3-I(3-methylthien.2-yi)methylidenyl]-5-todo-2- 
indoiinone 


10729 


B 


6 


3-{3-phenoxyben2ylidenyl)-5-iodo-2-indotinone 


10729 


B 


7 


3-l(pyrid-2-yI)meihylidenyl)-5-iodo-2-incol[none 


10729 


B 


8 


3-{(pyrid-3-yl)methyliaenyl]-5-iodo-2-indolinone 


10729 


B 


9 


3-[(pyrid-4-yl)methylidenylI-5HOdo-2-indolinone 


10729 


B 


10 


3-[4-(pyrrolldin-1-yi)benzylidenyi]-5-iodo-2- 
indolinone 


10729 


B 


11 


34(cyciohexen-3-yl)methyirdeny/I-5-iodo-2- 
indotinone 


10729 


C 


2 


3-I(2-memoxynapth-1-yl)memylidenylj-5-bromo-4- 
methyW-indolinone 
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10729 


C 


3 


3-|( 1 -methoxynaplh-4-y Omethylideny IJ-5-bromo-4- 
methyl-2-indolinone 


10729 - 


c 


4 


3-(4-methyimercaptobenzylidenyt)-5-bromo-4- 
methyl-2-indalinQne 


10729 


c 


5 


3-{(3-melhylthien-2-yl)methylidenyl]-5-bronrio-4- 
methyl-2-indolinone 


10729 


c 


6 


3-(3-ptienoxybenzylidenyl)-5-bromo-4-rnethyl-2- 
indolinone 


10729 


c 


7 


34(pyrid-2-yl)methylidenyll-5-bromo-4-nnethyl-2- 
tndotinone 


10729 


c 


8 


3-{(pynd-3-yl)methylidenyil-5-brofno-4.methyl-2- 
indolinone 


10729 


c 


9 


3-l(pyrid-4.yl)methylidenyll-5-bromo-4-memyl-2- 
indotinone 


10729 


c. 


10 


344-(pyrrolidin-1-yl)benzylidenyll-5-bramo-4- 
methyl-2 -indolinone 


10729 


c 


11 


3-((cyclohexen-3-yl)nnethyijdenyl]-5-bfomo-4- 
inethyl-2-indo!inone 


10729 


D 


2 


3^{2-n^Tethoxy^aplh-1-yl)melhyltdeny^]-5• 
methylaminosuIfonyU2-indoiinone 


10729 


D 


3 


3-{(1-methoxynapm-4-yl)methylidenylJ-5- 
methyJaminosulfonyi-2-indolinone 


10729 


D 


4 


3-{4-nnethylmercaptoben2ylidenyl)-5- 
methytaminosutfonyl-2-indol)none 


10729 


D 


5 . 


3-({3-methylthien-2-yl)methyiidenyl)-5- 
methylaminosulfonyl-2-indoiinone 


10729 


D 


6 


3-(3-phenoxyben2ylidenyl)-5-methylanrynosulfonyl- 
2Hndoiinone 


10729 


D 


7 


34(pyrid-2-yi)methyIidenytJ-5-methylanmnosulfony»- 
2'indotinone 


10729 


0 


8 


3-((pyrid-3-yl)meihyhdenyll-5-methylaminosulfonyi- 
2-indotinone 
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10729 


D 


9 


3-((pyrid-4-yl)rneihylictenyiJ.5-methylaminosulfonyl- 

2-indQlinonp 


10729 


D 


10 


3-{4-(pyrrolidin-1-yl)benzylidenyl|-5- 

1 ricu)y)auiiriuauiiunyi*^*inuulinon& 


10729 


D 


11 


3-l(cycloriexen-3-yl)metny!idcnyl]-5- 

1 1 icii 1 1011 11% lua uHui 1 yi~ii ii luuiii lUf le 


10729 


E 


2 


3-[(2-methoxynapth-1 -y l)fnethyijdeny l]-5-[4- 
(thfluorornethvnDhenvtarTiinGSLilfonvn.^.infiriifrrnno 


10729 


E 


3 


3-((1-methoxynapth-4-yi)methyltdenyl]-5-(4- 

\ii >*tuuiuriicuiyi/pncnyiaminu5U)iOnyiJ*^Hnu 


10729 


E 


4 


3-(4-metnylmercaplQbenzylidenyl)-5-{4- 

[ triFlLlorompfhuMnhpnulaminnci llfnnul1.0.■nr(/^lrn/^na 
\ hi iiiwwi wi 1 icij *j*ff** ici ly loi 1 111 luouii Ui ly 1 1 ^*ir tuuiinon6 


10729 


E 


5 


3-((3-methylthien-2-yl)meihylidenyi].5-(4- 
(tnf)uoromethyt)phenyiamjnosuffonyl|-2-indQltnone 


10729 


E 


6 


3-<3-phenoxybenzylidenyl)-5-(4- 
(trifiuoromethyl)phenylaminosulfonyl}-2-indoiinone 


10729 


E 


7 


3-{{pyrid-2-yl)methylidenyl).5-{4- 
(trifluoromethvl)Dhenvlamjnosulfonvl]-2-indolinone 


10729 


E 


8 


3^(py^d-3-yl)methyiide^yl]-5-[4. 
(trifluoromethyl)phenylaminosuIfanyl]-2-indolinone 


10729 


E 


9 


3-[|pynd-4-yl)methylidenylJ-5-[4- 

(triftU0rOfTtethvhDh6nvlaiTiinn^iilfnnvl1-P-.inrinlinnnA 
\*' ii»»*w» w<4 iji/ci ici ly laii IK luauiiui ly It If luwiuiui ic 


10729 


E 


10 


3^4-(pyr^olidin-1-y^)benzylidenylJ-5-[4- 

f triflu Ororn^tH V h n h pnu larn 1 no CI 1 1 fn null-^ . in rtnl i n nn a 
\fciu*ui,M Kit 1 icu ly i^pi ici lyial 1 IlllwoUIIUi lytJ'^'HIUmillUilC 


10729 


£ 


11 


3-|(cyclohexen-3-yl)methyiidenylJ-5-(4- 
(trifluoromethyl)phenylanninosulfonyl]-2-indolinone 


10729 


F 


2 


3^(2-methoxynapm-1-yl)methy^idenylI-5- 
(morpholin-1-yl)aminosulfonyi-2-indolinone 


10729 


F 


3 


3-{( 1 -fnethoxynapth-4-y l)methylideny l]-5- 
(nnorpholin-1-yl)aminosulfonyl-2-indolinone 


10729 


F 


4 


3-(4-methylmercaptobenzyirdenyl)-5-(morpholin-1- 
yl)aminasulfonyt-2-[ndoiinone 
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10729 


F 


5 


3-[{3-methylthien-2-yl)memytidenyl]-5-{marpholin-1- 
yl)aminosuifonyl-2-indolinone 


10729 . 


F 


6 


3-(3*phenoxybenzylidenyl)-5-(marpholin-l- 
yl)aminosulfonyl-2-indolinone 


10729 


F 


7 


3-[(pyrid-2-yl)metnylidenyl]-5-(morpholin-l- 
yl)aminosulfonyl-2Hndolinone 


10729 


F 


8 


3-[(pyrid-3-yi)methylidenyl]-5-(morpholin-l- 
yl)aminosulfonyl-2-indoltnone 


10729 


F 


9 


3-((pyrid-4-yl)methylidenyll-5-(morphoiin-1- 
yl)aminQSulfanyi-2-indoiinone 


10729 


F 


10 


3-{4-(pyrroiidin-1-yl)benzylidenylI-5-(morpnolin.1. 
yl)aminosulfonyl-2-indolinone 


10729 


F 


11 


3-{(cyciahexen-3-yl)methyIidenylI-5-{morpholin-1- 
yl)amjnosulfonyl-2-indolinQne 


10729 


G 


2 


3-{(2-mBmoxynapm-1-yl)methyltdenylJ-5-(2- 
chtoroethyl)-2-indoiinone 


10729 


G 


3 


3-((1-methoxynapth-4-yl)melhyiKlenyll-5-(2- 
chtoroelhyl)-2-indolinone 


10729 


G 


4 


3-(4-meUiylmercaptQbenzylidenyl)-5-(2- 
chtorDethyl)-2-indo}lnone 


10729 


G 


5 


3-((3-methylthien-2-yl)methylidenyi]-5-(2- 
chtoroethyl)-2-indottnone 


10729 


G 


6 


3-(3-phenoxyben2yiidenyl)-5-(2-chloroemyl)-2- 
indotinone 


10729 


G 


7 


3-l(pyrid-2-yl)methyltdenyl)-5-{2-chloroethyl)-2- 
inuoiinone 


10729 


G 


8 


34(pyrid-3-yl)memylidenyl]-5-(2-chloroethyl>-2- 
indotinone 


10729 


G 


9 


3-{(pyrid-4-yi)methyiidenyl]-5-(2-chloroethyl)-2- 
indolinone 


10729 


G 


10 


3-l4-(pyrroiidin-1-yl)benzylidenyl]-5-(2-chioroethyl)- 
2-indoiinone 
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10729 


G 


11 


3-[(cyciohexen-3-yl)methyjiClenylJ-5-(2-chloraemyl)- 
2-indoiinon6 


10730 - 


A 


2 


3-(2,3,4-trimethoxybenzylidenyl)-5j-dibromo-2- 

inuuJinune 


10730 


A 


3 


3-(2,4,5-trimethoxybenzyiidenyl)-5.7-dibromo-2- 

II lUUIil lUI IC 


10730 


A 


4 


3-(3,4,5-lrimemoxyben2ylidenyl)-5,7-dibronno-2- 

(IIUUIII )UI Its 


10730 


A 


5 


3-[(1-acetylindol-3-yl)methylidenylJ-5,7-dibrQmo-2- 


10730 


A 


6 


3-[(6-chioro-1.4-benzofuranon-3-yl)methyltdenyl]- 
a, f "uiuruniO'Z-inuoiinons 


10730 


A 


7 


3-{2-((2-chlorophenyJ)furan-5-yl)methylidenyl)-5.7- 
ui ui oi Tiu'^-inQ OH no n c 


10730 


A 


6 


34(2-chloroquinolin-3-yl)niethylidenyl]-5.7-dibromo- 
^-inooiinone 


10730 


A 


9 


3-l{6.8-dibromo-1 ,4-ben20furanon-3- 
y I/I neuiy iiu cnyi JO, / --Q iDromo -I n □ ou non 6 


10730 


A 


10 


3-{(2.5-dimethoxytetfahydrofuran-3- 
yi/meuiyiiaenyijo, / -QioromO-^HnuOtinone 


10730 


A 


11 


3-[(2.3-dimethytfuran-5-yl)methylidenyl)-5.7- 

uiuruntu-z-inuOlinOrie 


10730 


B 


2 


3-{2,3,4-lrimethoxybenzylidenyl)-5-iodo-2- 

inrinlinnnA 
iiiuuiiiionc 


10730 


B 


3 


3-{2.4.5-trimeUioxybenzylidenyl)-5HOdo-2- 
indclinone 


10730 


B 


4 


3-(3,4.5-tnmethoxybenzylidenyl)-5-iodo-2- 
irvdolinone 


10730 


8 


5 


34{ 1 -acety lindol-3-y i)methylideny ll-5-iodo-2- 
indolinone 


10730 


B 


6 


3-[(6-chloro-1,4-benzofuranon-3-yi)methyiidenyl]-5- 
iodO'2Hndolinone 
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10770 

l\Jf Ow 


Q 

D 


7 


3-[2-[(2-chlorophenyi)furan-5-yl]methylidenyi]-5- 
iodo-2-indoiinone 




Q 

D 


8 


3-{{2-chloroquinotin-3-yi)metiiyliaenylJ-5-iodo-2- 
indoiinone 


lO/ JO 


B 


9 


3-[(6,8-dibromo-1,4-benzomranon-3- 
yl)methylidenyiI-5-iodo-2-indohnQne 


10730 


B 


10 


3-((2,5-dimemoxytetfahydrQfuran-3- 
yl)methylidenyl]-5-iodo-2-indolinone 


10730 


B 


11 


3-{(2,3-dimethylfuran-5-yl)methylidenyi]-5-iodo-2- 
indoiinone 


10730 


C 


2 


3-(2,3,4*tnmethoxybenzylidenyl)-5-bromo^-memy!- 
2*indaljnone 


10730 


C 


3 


3-(2,4.5-trimethoxybenzylidenyJ)-5-brDmo-4-methyl- 
2-indolinone 




c 


4 


3-(3.4.5-trimethoxybenzylidenyl)-5-bromo-4-metnyl- 
2-indolinane 


10/30 


c 


5 


3-[{1-acetylindol-3-yl)methylidenyl]-5-bromo-4- 
methyl-2-indoJinone 


10730 


c 


6 


3-[(6-<:tiloro-1,4-benzofuranon-3-yl)methylidenylJ-5- 
bfomo-4-methyl-2-indolinone 


10/30 


c 


7 


3-(2-((2-clilorophenyl)furan-5-yilrTiethylidenyl]-5- 
bromo-4-methyi-2-indolinone 


10730 


c 




3-l(2-chloroquinolin-3-yl)methylidenyl]-5-bromo-4- 
methy!-2-indolinone 


10730 


c 


g 


o-Ho,o-oiDromo- 1 ,4-DenzoTuranon-3* 
yl)methylidenylJ-5-broma4-methyI-2-indolinone 


10730 


c 


10 


3-{(2.5-dimethoxytetrahydrofuran-3- 
yl)methylidenyl)-5-bromo-4-melhyl-2-indolinone 


10730 


c 


11 


3-[(2,3-dimethylfuran-5-yl)memynclenylJ-5-bronno-4- 
methyW-indoIinone 


10730 


D 


2 


3-(2.3.4-trimethoxybefuylidenyl)-5- 
methylaminosulfonyl-2-indalinone 
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10730 


D 


3 


3-(2.4.5-trirnethoxyDenzylidenyl)-5- 
methyiarninosulfonyl-2-indolinone 


10730 


0 


4 


3-(3,4,5-tnmethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10730 


0 


5 


3-{(1-acetyiindol-3-yl)methylidenylJ-5- 
methylaminosulfonyI-2-indoIinone 


10730 


D 


6 


3-((6-chloro-1.4-ben2ofuranon-3-yl)fnethylideny(J-5- 
methylaminosulfonyl-2-indolinone 


10730 


D 


7 


3-{2^(2-chlo^ophenyl)furan-5-yl]memylide^ylJ.5- 
methyiaminosulronyl-2-indolinone 


10730 


0 


8 


3-((2-chlaroquinolin-3*yl)meihylidenyl]-5- 
methyIarntnosulfonyl-2-indolinone 


1Q730 


0 


9 


3-{(6,8-dibromo-1 ,4-benzofuranon-3- 
yjjmeinyiioeny(j-£)-metnylanninosulfonyt-2- 
indolinane 


10730 


0 


10 


34(2. 5-dimethoxytetrahydrofuran-3- 
yijmeinyiiaenyij-3-nn8tnylaminosulfany(-2- 
indoiinone 


10730 


D 


11 


34(2,3-<Jimethylfuran-5-yl)methyiidenyi]-5- 
methylaminosulfony)-2-fndojtnone 


10730 


E 


2 


3-<2.3.4-trimethoxybenzytidenyl)-5-{4. 
imnuofometnyl)pnenylaminosuIfonyl]-2-indo!inone 


10730 


E 


3 


3-(2,4,5-trimetrioxybenzylidenyl)-5-{4- 
(trifiuoromethyl)phenylaminosulfonyl)-2-indolinone 


10730 


E 


4 


3-(3,4.5-trimethoxybenzylidenyl)-5-[4. 
{trifluoromelhyl)phenytaminosulfonyl]-2-indolrnone 


10730 


E 


5 


3-[(1-acetyiindol-3-yI)metriylidenyl]-5-[4- 

(triffUOr0fn£thvl)Dhenvlarninn(iiilfnnun.9.inr(n(tnrtria 


10730 


£ 


6 


3-[(6-chioro-1,4-benzofuranon-3-yOmethylidenyl)-5- 
[4-(trifiuoromethyl)phenylaminosulfonyl]-2- 
indol inane 


10730 


E 


7 


3-{24{2-chtorophenyl)furan-5-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyiI-2-indolinone 


10730 


E 


a 


3-[(2-<:hloroquinoiin-3-yl)metnylidenylJ-5-(4- 
(trifluoramethyl)phenylaminosulfonyl).2-indoiinone 
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10730 


E 


9 


3-[(6»8-dibramo-1.4-ben2oruranon-3- 
yl)methylidenyl)-5-(4- 
(trifiuoromethyl)phenylaminosulfonyl]-2-indolinone 


10730 - 


£ 


10 


3-((2.5-<litnethoxytetrahydrafuran-3- 
yi)methylidenyi)-5-(4- 
(tnfluoromethy0phenylaminosulfonyl]-2-tndolinone 


10730 


E ■ 


11 


3-[(2,3-dimethylfuran-5-yl)methyltdenyl]-5-(4- 
(trifluQromethyl)phenylaminosuifony!)-2-indoltnone 


10730 


F 


2 


3-(2.3,4-lnmemoxybenzylidenyl)-5-(mQrphDlin-1* 
yl)sulfonyl-2-indoltnone 


10730 


F 


3 


3-(2,4,5-trimethoxybenzyndenyi)-5-(morpholin-l- 
yl)sulfony}-2-tndolinane 


10730 


F 


4 


3-(3,4,5-trimethoxybenzylidenyl)-5-(mofpnolin-1- 
yl)suifonyl-2-indolinone 


10730 


F 


5 


3-((1-acetylindo!-3-yl)memylidenyl]-5-(morphoiin-l. 
yi)sutfonyl-2-indolinone 


10730 


F 


6 


3-{(6-chtoro-1.4-benzofuranon-3-yl)methylidenyl]-5- 
(morphotin-1-yl)sulfonyt-2Hndolinone 


10730 


F 


7 


3-{2-((2K:hloroptienyl)furan-5-yllmethylidenyl)-5- 
(morpholin-1-yl)sutfonyl-2-indoiinone 


10730 


F 


8 


3-l(2-chloroquino!in-3-yi)methylidenylj-5- 
(morpholin-1-y!)sulfonyl-2-indalinone 


10730 


F 


9 


3-((6,8-dtbromo-1.4-ben20furanon-3- 
yl)methylidenyl)-5-(morpholin-l-yl)sulionyl-2- 
indolinone 


10730 


F 


10 


3-((2,5-dimelhoxytetrahydrofuran-3- 
yl)methylidenyl)-5-(morpholin-1-yl)sulfonyl-2- 
indolinone 


10730 


F 


11 


3-{(2.3-dimethylfuran-5-yl)methylidenyl]-5- 
(morpholin-1-yl)suIfony!-2-indolinone 


10730 


G 


2 


3-(2.3,4-trimethoxybenzylidenyl)-5-(2-chloroethyl)- 
2-indolinone 


10730 


G 


3 


3-(2.4.5-trimetiioxyben2ylidenyl)-5-{2-chloroethy!)- 
2-jndolinon6 


10730 


G 


4 


3-(3,4,5-trimemoxybenzylidenyl)-5-<2-chtoroethyl)- 
2-indoiinone 
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10730 


G 


5 


3-[{ 1 -acetylincloi-3-yl)memyiidenyl j-5-(2- 
chloroethyi)-2-indoIinone 


10730 _ 


G 


6 


3-((6<htora-1.4-ben20furanon-3-yl)memylidenyi]-5- 
(2-ch]oroethyi)-2-indoiinone 


10730 


G 


7 


342-l(2-chlorQphenyl)furan-5-yl)methyiidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10730 


G 


a 


3-[(2-chloroquinolin-3-yi)meihyiidenyl]-5-{2- 
chloroethyl)-2-indolinone 


10730 


G 


9 


3^(6.8-dlb^omQ-1 .4-benzofuranon-3- 
yl)memylidenyl)-5-(2-chIoroemyl)-2-indolinone 


10730 


G 


10 


3-((2,5-<limeinoxyietrahyaroruran-3- 
yl)methylidenyl]-5-(2-chloraethyl).2-indolinone 


10730 


G 


11 


3-{(2,3-dimelhylfuran-5-yl)methyiidenyl)-5-(2- 
chlaroethyl)*2-indotinone 


10731 


A 


2 


3-[(9-ethylcarba2Qi-3-yl)memylidenyll-5,7-dibromo- 
2-indolinone 


10731 


A 


3 


3-[(6,7-dimethyl-1.4-benzopyron-3-yl)fnethylidenylJ- 
5.7-dibromo-2Hndotinone 


10731 


A 


4 


3-ll4-(propen-2-yl)cydohexen-l-yl]methylideny()- 
5.7-dibromo-2-indolinone 


10731 


A 


5 


3-{(5-isopropyl-1,4-ben2opyron-3-y/Jmethyl;denylJ- 
5,7-dibromo-2-indoIinone 


10731 


A 


6 


3-[{6-methyl-1,4-ben2opyron-3-yl)methyiidenyl]-5,7- 
dibrQmo-2-indoIinone 


10731 


A 


7 


3-{(6-nitro-1.4-ben2opyron-3-yl)rnethyl(denyl]-5J- 
dibromo-2Hndot(none 


10731 


A 


8 


34{pynniid-2.4-dion-5-yl)methylidenyl]-5.7-dibromo- 
2-indoiinone 


10731 


A 


9 


3-{(5-methoxyindol-3-yl)methylidenyll-5,7-dtbromo- 
2-indQlinone 


10731 


A 


10 


3-{1-methyl-2-oxindoI-3-idenyl)-5,7-dibromo-2- 
tndoiinone 
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10731 


A 


11 


3-[2-(2-{nitrophenyl)furan-5-yl)methylidenylJ.5J- 
clibrQmo-2Hndolinone 


10731 - 


B 


2 


3-((9-elhylcarba20l-3-yl)methylidenylJ-5-io(jo-2- 
indolinone 


10731 


B 


3 


3-((6, 7-dimethyl-1 .4-ben2opyron-3-y l)methylideny 1]- 
5-iodo-2Hndotinone 


10731 


B 


4 


3-([4-(propen-2-yl)cyclofiexen- 1 -ytjmethy ltdenyl]-5- 
iado-2-indQttnone 


10731 


B 


5 


3-{(6-isopropyl-l,4-ben2Qpyron-3-yl)methylidenyl]- 
5-iodo-2-tncloltnQne 


10731 


B 


6 


3-[(6-methyl-1,4-ben2opyron-3-yi)methyliaenyl|-5- 
iodo-2-indolinQne 


10731 


B 


7 


3-[{6-nitro-1.4-benzopyron-3-yi)methyiidenylJ-5- 
iodo-2-indolinone 


10731 


B 


8 


3-{(pynmid-2,4-dion-5-yl)methylidenylJ-5-jodo-2- 
indolinone 


10731 


B 


9 


3-{(5-methoxyindol-3-yl)methylidenyl]-5-iodo-2- 
indolinone 


10731 


B 


10 


3-(1-niethyl-2-oxindo!-3-idenyi)-5-iado-2-indalinone 


10731 


6 


11 


3-l2-{2-(nitraphenyl)furan-5-yl)memylidenylJ-5-iodo- 
2-indolinone 


10731 


C 


2 


34(9-€thylcarbazol-3-yi)niethyiidenyl|-5-bromo-4- 
methyl-2-indalinone 


10731 


C 


3 


3-((6,7-dimelhyl-1.4-beri2opyron-3-yl)methylidenyll- 
5-bronno-4-rnethyl-2-indolinone 


10731 


C 


4 


3-Il4-{propen-2-yi)cyclohexen-1-yllmeihylidenyl}-5- 
bromo-4-methyJ-2-indolinone 


10731 


C 


5 


3-[(6HSopropyl-1,4-ben2opyron-3-yl)methylidenylJ- 
5-bromo-4-methy^2-i^dolinone 


10731 


c 


6 


3-[{6-methyl-1,4-ben2opyron-3-yl)methyiidenyll-5- 
bromo-4-memyl-2-indolinone 
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10731 


C 


7 


3-((6-nitrc-1,4-benzopyron-3-yl)meihylidenyl]-5- 
bromo-4-fnethyl-2Hndoiinone 


10731 


c 


8 


3-((pynmid-2.4-dion-5-yl)methyjidenyij-5-bromo-4- 
rriethyI-2-indolinone 


10731 


c 


9 


3-[{5-meinoxyinda(-3-yl)methylidenyl]-5-bromo^- 
methyl-2-indoIinon6 


10731 


c 


10 


3-{l-methyi-2-oxindol-3-idenyi)-5-bramo-4-methyl- 
2-indoljnon6 


10731 


c 


11 


3^2^2-(nIt^ophenyl)fu^an-5-yl)memy|]denylJ.5- 
brorno-4-methyl-2-indolinone 


10731 


D 


2 


3-({9-ethylcarbazol-3-yl)methylidenyl].5- 
methytaminosulfonyJ-2-indolinone 


10731 


D 


3 


3-((6,7-dimethyl-1,4-ben2opyran-3-yi)meihylidenyll- 
5-methyjaminosulfonyl-2Hndotinone 


10731 


D 


4 


3-((4-(propen-2-yOcycloliexen-1-yl]methylidenyl]-5- 
methylaminosulfonyl-2-jndolinone 


10731 


D 


5 


34(6-isopropyl-1.4-ben2opyron-3-yl)memylidenylJ- 
5-(nethylaminosulfonyl-2-indolinQne 


10731 


0 


6 


3-{{6-memyi-1,4-benzopyron-3-yl)methylidenylJ-5- 
methylaniinosulfonyf-2-irtdolinone 


10731 


D 


7 


3-{{6-nitro-l,4-benzapyron-3-yi)methylidenyl]-5- 
methvlamino5utfonvI-2-indotjnane 


10731 


0 


8 


3-l(pyrimid-2,4-<lion-5-yl)methylidenyI)-5- 
methvlaminQ5tjlfonvU2-indoIinanp 


10731 


0 


9 


3-{(5-methoxyindol-3-yi)methylidenyl]-5- 
methylaminosulfonyl-2Hndoiinone 


10731 


0 


10 


3-(1-methyl-2-oxindol-3-ideny!)-5- 
methylamtnosulfonyl-2-indolinone 


10731 


D 


11 


342-(2Hnitrophenyl)furan-5-yl]methylidenylJ.5- 
methylaminosuifonyt-2Hndonnone 


10731 


E 


2 


3-[(9-emylcarba2al-3-yl)methylidenyl]-5-[4. 
{trifluoromethyOphenylaminosulfonyl]-2-indolinone 
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10731 


E 


3 


3-f(6.7-<Jimethv]-1 4-b6n2aDvron-3-vnfnethvlrdenuil- 
5-(4-(trifiuoromethyl)phenyiaminosulfonyI]-2- 
indolinone 


10731 _ 


E 


4 


3'UA'( DraD@n-7-\/llo/rlnhAyAn*1-i/nmpth\/lirfanwn ^ 

[4-(trifluofomelhyl)phenyIaminosulfonytj-2- 
indotinone 


10731 


E 


5 


3-f^6-isonroDvl-l 4»hpn7nm/rnn-'^-\/hmpth\/ltrion\#il 

5-[4-(triftuoromethyl)phenylaminosulfonylJ-2- 
indolinone 


10731 


E 


6 


*>"j\u*N icuiy (- i,*T-ut;ii£upyron-o-y(^nicinyiiQ6nyij-3- 
[4-{trifluoromeUiyl)phenylarninosutfonyl)-2- 
indolinone 


10731 


E 


7 


*j ivwiiulu' 1 «*t*ucii£u^yiuii'0~y i^ineuiyiiucnyij>3H*t* 
(trifluofomethyl)phenylaminosulfonyI]-2-indolinone 


10731 


E 


8 


34/Dvrimid-2 4-dtan*5-^/hmpfh\/lir1anul1.'^ 
' ' ' ^i~^4'wi i*-*^ y 1^1 1 icii lyiiuci ly* 1 3 1 

(trifluoromethyl)phenylanninosulfonylJ-2 -indolinone 


10731 


E 


9 


w~|\^ii)cuiuAyinuoi*j~yi^rne(rryiiuerTyi^ 
(trifluoromeihyl)phenylaminosulfonylJ-2-indo)inone 


10731 


E 


10 


3-( 1 -rnethyl-2-oxindol-3-idenyl)-5-(4- 
(lrifiuoromethyl)phenylaminosulfonylJ-2Hndoltnone 


10731 


E 


11 


3'42-f24nitroDhenvllfiiran-S-vnnnethv(idenvl1-544* 
(tr!ftuoromethyi)phenylaminosulfonyl]-2-indolinone 


10731 


F 


2 


3-f^9-ethvlcarba2Ql-3-vhmethvlidenulI-*S-fmnrnhnfin- 
ijf wo&ui J 1 icu ly iiuci iyi|* 1 lUi ui iwui i~ 

1-yl)suJfonyl-2-indolinone 


10731 


F 


3 


3-f(6.7-dinnelhvl-1 4-ben20Dvron-3-vhnnethvlidenvll- 
5-{morphalin-1-yl)sulfonyl-2Hndoiinone 


10731 


F 


4 


3''fr4-^orQDen-2'vncvclohexen-1*vnm@thvlidpnvlt-5- 
(nru)fpholin-1-yl)sulfonyJ-2-indolinone 


10731 


F 


5 


3-{(6-isopropyl-1,4-toenzopyron-3-yl)methylidenyll* 
5-(morphaIin-1-yl)sulfonyl-2-indolinone 


10731 


F 


6 


3-[(6-methyl-1.4.ben2opyfon-3-yl)nfiethyiidenyl]-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10731 


F 


7 


3H(6-fiitro-1,4-ben20pyron-3-yt)methylidenyl}-5- 
{nTOrpholin-1-yl)sulfonyl-2-indolinane 


10731 


F 


8 


34(pyrimid-2.4-dion-5-yl)methyiidenylI-5- 
(nnorpholin-1-yl)sulfonyI-2-indolinone 
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10731 


F 


9 


3-((5-methoxyindol-3-yl)methyndenyl]-5-{morpnolin^ 
1 -yl)sulfonyl-2-indoiinone 


10731 _ 


F 


10 


3-(1-methyl-2-oxindol-3-idenyi)-5-{morphofin-1- 
yl)sulfonyl-2-indoiinone 


10731 


F ■ 


11 


3-[2-(2-(nitrophenyl)furan-5-yljmethyiidenylj3^ 
(morpholin-1-yl)sulfonyl-2-indoitnone 


10731 


G 


2 


3-((9-€lhylcarbazol-3-yl)methyitdenyl]-5-(2- 
chloroethyl)-2-indoiinone 


10731 


G 


3 


3^(67-dimethyM,4-benzopyran-J-yl)methylidenyl)- 
5-{2-chioroethyl)-2-indolinone 


10731 


G 


4 


3-[[4-{prapen-2-yl)cyclohexen-t-yijmethyhdenyl]-5- 
(2<hloroeUiyl)-2-indoiinone 


10731 


G 


5 


3-{(6HSopropyl-1,4-ben2opyron-3-yl)methylidenyij- 
5-(2-chtoroethyl)-2-indolinone 


10731 


G 


6 


3-{(6-nnethyM,4-benzopyron-3-yl)methylidenyl]-5- 
(2-chlon}ethyl)-2-indoltnone 


10731 


G 


7 


3-[(6-nitro-1.4-t>enzopyron-3-yl)methylidenylJ-5-(2- 
chloroethyl)-2-indolinone 


10731 


G 


8 


3-{(pyrimid-2,4^ion-5-yl)memylidenyl]-5-{2- 
chloroethyl)-2-indonnone 


10731 


G 


9 


3-({5-fnethoxyindol-3-yI)memyiidenyl]-5-(2- 
chloroethyl)-2-indoiinone 


10731 


G 


10 


3-(1-methyl-2-oxindal-3-jdenyl)-5-(2-cnioroetliyi)-2- 
indolinone 


10731 


G 


11 


3-[2-[2-(nitrophenyl)furan-5-ylJmethyiidenylj-5-{2- 
chJoroethyi)-2-indofinone 


10732 


A 


2 


342-(thien-2-yl)-2-(tnnuoramethyl)ethytidenylJ-5,7- 
dibromo-2-indolinone 


10732 


A 


3 


3-(3,5-dnsopropyM-methoxybenzylidenyi)-5J- 
djtiromo-2Hndottnone 


10732 


A 


4 


3-(3,5-<liisopropyM-phenoxybenzylidenyl)-5,7- 
dibromo-2Hndolinone 
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10732 


A 


5 


3-(3-t-Dutyl-4-fnethoxyDenzyl(denyl)-5.7-<libromo-2- 
indolinone 


10732 _ 


A 


6 


3-(4-benzyloxy-3-t-butylDenzyiiclenyl)-5.7-dibromo- 
2-indolinone 


10732 


A 


7 


3-{3-bromo-5-t-butyl-4-methoxybenzylidenyi).5,7- 
dibroaio-2-indolinone 


10732 


A 


8 


3-(4-benzyloxy-3-bromo-5-t-butylbenzylidenyl)-5,7- 
dibrQmo-2-indolinone 


10732 


A 


9 


3-(3-l'butyI-5-chloro-4-melMoxyben2ylidenyi)-57- 
dibromo-2-indoiinane 


10732 


A 


10 


3-{4-benzyioxy-5-t-butyi-3-chiorobenzylidenyl)-5J- 
dibromo-2-indolinone 


10732 


A 


11 


3^34-butyl-5HOdo-4-metho)cybenzylidenyl)-5,7- 
dtbromo-2-indolinone 


10732 


B 


2 


3^2-(lhien'2-yl)-2^triflUQ^omethyl)ethyiide^yl|-5- 
iodo-2-indolinone 


10732 


B 


3 


3-(3,5-diisopropyM-memoxybenzyIidenyl)-5-iodo-2- 
indalinone 


10732 


B 


4 


3-(3,5-diisopropyt-4-phenoxybenzyiidenyl)-5-iodo-2- 
indolinone 


10732 


B 


5 


3-(3-t-butyM-methoxybenzylidenyl)-5HOdo-2- 
indolinone 


10732 


B 


6 


3-<4-benzyloxy-3-t-butylben2ylidenyi)-5H0do-2- 
indolinone 


10732 


6 


7 


3-{3-bromo-5-t-butyl-4-methoxybenzylidenyl)-5- 
iodo-2'tndolinone 


10732 


B 


B 


3-(4-benzylaxy-3-bronno-5-t-butyibenzylidenyl)-5- 
iodo-2Hndolinone 


10732 


B 


9 


3-(3-t-butyl-5-chloro-4-rnethoxyben2ylidenyO-5- 
iodo-2-indalinone 


10732 


B 


10 


3-<4-benzyloxy-5-t-butyl-3-chloroben2ytidenyi)-5- 
iodo-2-indotinone 
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10732 


B 


11 


3-(3-t-t}utyl-5-iodo-4-fnemoxybenzylidenyl)-5-iodo- 
2Hndolinone 


10732 _ 


C 


2 


3-[2-(thien-2-yl)-2-{tnfluoromethyl)ethyiidenyIJ-5- 
bromo-4-memyI-2-indolinone 


10/ J2 


C 


3 


3*(3,5-dnsopropyl-4-methoxybenzylidenyl)-5- 
bromo-4'methyl-2-indolinone 


10732 


c 


4 


3-(3,5<Jnsopropyl-4-phenoxyben2yhdenyl)-5- 
bromo-4-methyl-2-indolinone 


10732 


c 


5 


3-<3-t-butyl-4-methoxybenzyiidenyl)-5-brorncM^- 
methyl-2-indolinone 


lU/ 


u 


6 


3-(4-benzyloxy-3-t-butylbenzylidenyl)-5-bromo^- 
methyl-2-indolinone 




C 


7 


3-{3-bromo-5-t-butyl-4-metboxybenzyli£ienyl)-5- 
bromo-4-melhyl-2-indolinone 




c 


6 


3-(4-benzyloxy-3-bromo-5-t-butylbenzylidenyi)-5- 
bromo-4-methyi-2-indolinone 






ft 
9 


3-{3-t-butyl-5-chloro-4-memoxyben2y!idenyl)-5- 
bramo-4-methyl-2-indolinone 


10732 


c 


10 


3^4-be/lzyloxy-5-t-butyl-3-ch^orobe^zylidenyl)-5- 
bromo-4-methyl-2-indQlinone 




C 


11 


3-(3-t-butyl-5-todo-4-methoxybenzylrdenyl)-5- 
bromo-4-methyk2-indoIinone 


iU/o2 


0 


2 


3-(2-(thien-2-yl)-2-(trifluoromethyl)ethylidenylJ-5- 
methylaminosulfonyl-2Hndolinone 


10732 


D 


•I 


3-(3,5-diisapropyl-4-methO)cybenzylidenyl)-5» 
methylaminosulfonyl-2-indot(none 


10732 


D 


4 


3-(3,5-diisopropyM-phenoxyben2ylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10732 


0 


5 


3-<3-t-butyl-4-methoxybenzyljdenyl)-5- 
methylaminosuifanyi-2HndoIinone 


10732 


D 


6 


3-{4-benzyioxy-3-t-butylbenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 
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10732 


D 


7 


3-(3-bromo-5-t-butyM-memoxyben2yiidenyl)-5- 
ineinyidmino5UMunyHz~inuuiinon6 


10732 - 


D 


8 


3-(4-benzyioxy-3-bromo-5-t-butylbenzylidenyl)-5- 
m6thyl3minosuifonyl-2-indolinone 


10732 


0 


9 


3-(3-t-butyl-5-chIoro-4-methoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indalinane 


10732 


D 


10 


3-<4-ben2yioxy-5-t-butyl-3<hlorQben2yiidenyl)-5- 
methyl3mino5ulfonyl*2-indolinone 


10732 


D 


11 


3-(3-t-butyl-5-iodo-4-methoxyben2yltdenyi)-5- 
methylaminosulfonyl-2Hndoltnone 


10732 


E 


2 


3-(2-(thien-2-yl)-2-<trifluoromemyi)ethylidenyl]-5-i4- 
{trifluoromethyl)phenylaminosulfonylJ-2-indolinone 


10732 


E 


3 


3-(3.5-diisopropyl-4-methoxybenryiidenyl)-5-{4^^ 
^uinuororneinyi^pnenyiaminosuiio 


10732 


E 


4 


3-(3«5*dii5opropyt-4-phenQxybenzyftdeny)J-5-[4- 
^innuuivmcinyi^pnenyianiinusuiranyij*^*m 


10732 


E 


5 


3^3-t-butyi-4-methoxybenzylidenyl)-5-(4- 
(iniiuuFumBuiyi^pnBnyiarninosuira 


10732 


E 


6 


3-(4-benzyloxy-3-t-butylbenzylidenyl)-5-[4- 

f triflt mmmofht/nnhonulsfninnci ii^ni/l1.?_inHnlirmno 
^11 iiiuuiuii icu iji^piicny laiitii luduiiuiijf (j'^'ii luuiiiiui tc 


10732 


E 


7 


3-(3-bromo-5-t-butyM-niethoxybenzylidenyl)-5-i4. 

/frif)iinmmothul^nhCknulaminnctilfnn\/tl.7.inHnlinnno 
\u uiuwiuiiicii lyi^^iiciiy loittii iwauiiwiiy ij'^'ii luuiiiiuiic 


10732 


E 


8 


3-(4-benzylQxy-3-bromo-5-t-butylbenzylrdenyl)o-{4- 

iijuwi wiiicii 1 ji^piiciiy loll III lusunuiiy ij*£~M iuumfiui ic 


10732 


E 


9 


3-(3-t-butyl-5-chloro-4-memoxybenzylideny()-5-(4- 
(trifiuoromethyl)phenylaminosulfonyl]-2-indolinone 


10732 


E 


10 


3-(4-benzyloxy-5-t-butyl-3-chlorabenzylidenyl)-5-[4- 
(trifiuorornethyl)pherTylaminosulfdnyll-2-indolinone 


10732 


.E 


11 


3-(3-t-t}utyl-5-iodo-4-methO)cybeazylidenyl)-5-[4- 
(trifiuoromethyl)phenylaminosulfdnyl)-2-indolinone 


10732 


F 


2 


3-(2-(thien-2-yl)-2-(trifiuQromeUiy()emylidenyl]-5- 
( morpholi n-1 -y Ijsulfony i-2-indolinone 
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10732 


F 


3 


3-(3.5-diisopropyl-4-methoxyben2ylidenyl)-5- 
(morpholin-1-yl)suifonyl-2Hndolinone 


10732 


F 


4 


3-(3,5-diisoprapyl-4-phenoxyben2ylidenyi)-5- 
(morphoiin-1-yl)sulfonyl-2-inclolinone 


10732 


F 


5 


3-(3-t-Dutyl-4-memoxyben2ylicleny])-5-{mofpholin-l- 
yl)sulfonyl-2-indolinone 


10732 




6 


3-(4-ben2yloxy-3-t-butylbenzylidenyl)-5-(morpftolin- 
1-yl)suIfonyl-2-indolinone 


10732 


F 


7 


3-(3-bromo-5-l-butyl-4-methoxybenzylidenyO-5- 
(marphoIin-l-yi)sulfonyl-2-indolinone 


10732 


F 


8 


3-(4-ben2ytoxy-3-bromo-5-t-butylben2yiidenyi>-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10732 


F 


9 


3-(3-t-butyU5-chloro-4-metnoxybenzyiidenyl)-5- 
(morphalin-1-yl)suIfonyl-2-indolinone 


10732 


F 


10 


3-{4-ben2yloxy-5-t-butyl-3-chloro-ben2ylidenyl)-5- 
(mofpholin-1-yl)sulfonyl-2-indoiinone 


10732 


F 


11 


3-(3-t-butyl-5-iodo-4-methoxyben2yirdenyl)-5- 
{morpholin-1-yl)suifonyl-2-indolinone . 


10732 


G 


2 


3-{2-(thien-2-yl)-2-(trifiuoromethyl)ethyHdenyl]-5-(2- 
chJoroethyl)-2Hndolinone 


10732 


G 


3 


3-(3.5-diisopropyM-methoxyben2ylidenyl)-5-(2- 
chloroethyl}-2-indolinone 


10732 


G 


4 


3-(3,5-diisopropyM-phenoxyben2ylidenyll-5-(2- 
chloroethyJ)-2-tndolinone 


10732 


G 


5 


3-(3-t-butyl-4-nnethoxyben2ylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10732 


G 


6 


3-(4^en2yIoxy-3-t-butylben2ylidenyl)-5-(2- 
chlorDethyt)-2-indoiinone 


10732 


G 


7 


3-{3-bromo-5-t-butyM-methoxyben2yltdenyl)-5-(2- 
chiorDethyl)-2-indolinone 


10732 


G 


8 


3-{4-benzyloxy-3-bromo-5-t-butylben2yiidenyl)-5-(2- 
chlaroethyl)-2-indoljnone 
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10732 


G 


9 


3-(3-t-fautyl-5-chloro-4-methoxybenzylidenyl)-5-(2- 

w iiui well ij iiiuuJillwMC 


10732 - 


G 


10 


3-(4-be^zy^oxy-5-t-buty^-3-cnlo^obe^zyllCenyl)-5^2- 
cnioroeiriyi/'-^-inaoiiriuns 


10732 


G 


11 


3-(3-t-butyl-5-iodo-4-niethoxybenzyiidenyl)-5-(2- 

^iiiujuciiiy iy*^~if luuiinoric 


10733 


A 


2 


3-(4-benzyloxy-3-t-butyl-5-iodobenzylidenyt)o.7- 

UlUlwt I lU^'IMUUlM lUilc 


10733 


A 


3 


3-(3-t-butyM-memoxy-5-nitrobenzy|jdenyl)-5,7- 
uiOiurno-^Hnuonnons 


10733 


A 


4 


3-(3.5-dht-butyl-4-methoxybenzylidenyl)-5.7- 

rtihff%mft»5— i nrtolinrtno 


10733 


A 


5 


3-(4-benzyloxy-3.5-di-t-butyibenzyiidenyl)-5,7- 


10733 


A 


6 


3-(3.5-<limethyM-methoxyDenzylidenyl)-5,7- 


10733 


A 


7 


3-(4-benzyloxy-3.5-<Jimethylbenzylidenyl)-5.7- 

Hthmmn*9»inflnl innrip 

UlU* Ul 1 Iw <£■ 11 lUUill Iwl IC 


10733 


A 


a 


3-(5-bromo-2-hydroxy-3-methoxybenzyltdenyl)-5.7- 

Hihrnmn-^-inrfniinonp 


10733 


A 


9 


3-{5-bromo-2-hydroxyDenzylidenyl)-5.7-dibromo-2- 
inuuiinuric 


10733 


A 


10 


3-(2-hydroKy-5-niirobenzyiidenyl)-5,7-dibromo-2- 

iiiuviiiiiui *c 


10733 


A 


11 


3-{4-hydroxy-3-methoxy-2-nttrobenzylidenyl)-5,7- 
dibromo-2Hndolinone 


10733 


B 


2 


3-{4-benzytoxy-3-t-hutyl-5-iodobenzylidenyl)-5-iodo- 
2-tndolinane 


10733 


B 


3 


3-(3-t-buty»-4-methQxy-5-nitfQbenzylidenyl)-5-iodo- 
2-indolinane 


10733 


B 


4 


3-(3,5-di-t-butyM-methoxybenzyiidenyl)-5-iodo-2- 
indolinone 
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10733 


B 


5 


3-(4-benzyloxy.3,5-<li-t-0utylbenzyadenyi)-5-iodo-2- 
tndolinone 


10733 _ 


8 


6 


3-(3,6-<JimethyM-methoxybenzy)iclenyl)-5-iodo-2- 
indolinone 


10733 


8 


7 


3-(4-benzyloxy-3.5-dimethylbenzyl(denyl)-5-(odo-2- 
indolinone 


10733 


8 


8 


3-(5-bromo-2-hydroxy-3-metho)cybenzytidenyl)*5- 
iQdo-2-indolmone 


10733 


8 


9 


3-(5-bromo-2-hydroxybenzylidenyl)-5-iodo-2- 
tndoitnone 


10733 


6 


10 


3-(2-hydroxy-5-nilrobenzylidenyl)-5-iodo-2- 
indoiinone 


10733 


B 


11 


3-(4-hydroxy-3-metlioxy-2-nitrobenzylidenyl)-5- 
iodo-2-indolinQne 


10733 


C 


2 


3-(4-benzyloxy-3-t-butyl-5-iodoDenzyltdenyl)-5- 
bromo4-niethyl-2-indbtinone 


10733 


C 


3 


3-(3-t-butyl-4-methoxy-5-nitroben2ylidenyl)-5- 
bramo-4*methyl-2-indolinone 


10733 


C 


4 


3-{15-dk-butyi-4-methoxybenzylidenyl}-5-bramo-4- 
methyl-2-indolinone 


10733 


C 


5 


3-(4-benzyloxy-3.5-di-t-buty(benzylidenyl)-5-bromo- 
4-fnethyl-2-indoiinone 


10733 


C 


6 


3-(3,5-<l(methyl-4-methoxybenzylidenyl)-5-bromo-4. 
nriethyl-2-indolinone 


10733 


c 


7 


3-(4-benzyloxy-3.5-<iimemylbenzylidenyl)-5-bromo- 
4-methyl-2-indoiinone 


10733 


c 


8 


3-{5-bromo-2-hydroxy-3-methoxybenzylidenyl)-5- 
bromo-4-nnelhyl-2-indolinone 


10733 


c 


9 


3-(5-bromo-2-hydroxybenzylidenyl)-5-bromo-4- 
nnethyl-2Hndolinone 


10733 


c 


' 10 


3-(2-bydroxy-5-nitrobenzylidenyl)-5-bromo-4- 
methyl-2-indoiinone 
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10733 


C 


11 


3-(4-hydroxy-3-memoxy-2-nitrodenzyiidenyl)-5^ 
bromo-4-methyI-2-indolinone 


10733 - 


D 


2 


3-{4-benzyloxy-3-t-butyl-5-iodaben2yljdenyl)-5- 
methyIaminosulfonyl-2-indoIinone 


10733 


D 


3 


3-(3-l-Dutyl-4-methoxy-5-nitroben2yiidenyl)-5- 
methylaminosulfonyt-2-indoiinone 


10733 


D 


4 


3-(3,5-dM-butyl-4-methoxyben2ylidenyl)-5- 
methylaminosulfonyl-2Hndalinone 


10733 


D 


5 


3^4-benzyloxy-3.5-dl-t-hutylbe^2ylidenyl)-5- 
methylaminosutfonyl-2-indolinone 


10733 


0 


6 


3-{3,5-dimethyJ-4-fnethoxyben2ylidenyl)-5- 
fnethylaminosulfanyl-2-indolinone 


10733 


D 


7 


3-(4-benzylo>fy-3,5-dimethylbenzylidenyl)-5- 
rrieuiyiarMinDSuiionyi-^HnQOiinonc 


10733 


D 


8 


3-(5-brorTJO-2-hydrQxy-3-methoxybenzylrdenyl)-5- 
iiiciMyicijTunoauuonyi*^HnQ0iinori6 


10733 


D 


9 


3-{5-dromo-2-hydroxybenzylidenyl)-5- 
rTteinyiaminosuironyi-^-inaoiinonG 


10733 


0 


10 


3-(2-hydraxy-5-nitrobenzylidenyl)-5- 
iiicuiyidinjnudU irony i*z*inuuiinori6 


10733 


D 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzylidenyl)-5- 

iiicuiyicuTiinoauiiuny 1*^-1 nuuiinofie 


10733 


E 


2 


3-{4-ben2ytaxy-3-l-butyl-5-iodoben2ylidenyl)-5-(4. 
(trifhjoromethyl)ph6nylarntnosulfonyt]-2-indolinone 


10733 


E 


3 


3-(3-t-butyJ-4-fnethoxy-5-nitrobenzyiidenyl)-5-(4- 
ftrifluoromethvJ)Dhenv[aminasLilfanvl1-2-indQ[inone 


10733 




4 


3-(3,5-di-t-butyl-4-melhoxyben2ylidenyl)-5-{4- 
(tnftuoromethyl)phenytaminosulfQnylI-2Hndoitnone 


10733 


E 


5 


3-(4-benzylO)cy-3,5-di-t-butylben2ylidenyt)-5-[4- 
(trifluoromethyl)phenylaminosulfonylJ-2-indolinone 


10733 


E 


6 


3-{3.5-dimethyl-4-methoxybenzylidenyi)-5-(4- 
(tnfiuoromelhyl)phenylaminosulfonylJ-2-indolinone 
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10733 


E 


7 


3-(4-benzyloxy-3,5-<jimethytbenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminasulfonyl]-2-indolinone 


10733 _ 


E 


8 


3-(5-bromo-2-hydroxy-3-methoxyben2ylideny()-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolmone 


10733 


E 


9 


3-(5-bromo-2-hydrQxyben2ylidenyi)-5-(4- 
(trifIuofomelhyl)phenylaminosulfonyl)-2*indolinone 


10733 


E 


10 


3-(2-hydroxy-5-nitrobenzylideny()-5-{4- 
(trifluoramethyl)phenyIaminosutfonyl]-2-indolinone 


10733 


E 


11 


3-(4-liydroxy-3-methoxy-2-nitrobenzylidenyl)-5-{4- 
(trifluoromethyl)phenylamino5utfonylj-2-indoiinone 


10733 


F 


2 


3-(4-benzyioxy-3-t-butyl-5-iodobenzylidenyl)-5- 
(morpholin-1-yl)suIfonyl-2-tndolinone 


10733 


F 


3 


3-(3-t-butyM-memoxy-5-nitrobenzylidenyl)-5- 
(morphotin-l-yl}suifonyl-2-fndotinane 


10733 


F 


4 


3^3.5-di-t-butyl-4-methoxyben2yiide^yl)-5- 
(morphoIin-1-yl)sulfonyl-2-indolinone 


10733 


F 


5 


3-(4-benzyioxy-3.5-di-t-butylbenrylidenyl)-5- 
(morphoIin-1-yl)sulfanyl-2-indoIinone 


10733 


F 


6 


*3-(3.5-dimethyt-4-methoxybenzyiidenyt)-5- 
{morpholin-1-yl)suifonyi-2-indolinQne 


10733 


F 


7 


3-(4-ben2yloxy-3.5-dimethylben2ylidenyl)-5- 
(morpholin-1-yl)suifonyI*2-indolinone 


10733 


F 


8 


3^5-bromo-2-hydroxy-3-metho)cyben2ylidenyt}-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10733 


F 


9 


3-(5-bromo-2-hydroxyben2ylidenyl)-5-(morpholin-1- 
yl)suIfonyI-2-indolinone 


10733 


F 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5-(nnorpholin-1- 
yl)sulfonyl-2Hndolinone 


10733 


F 


11 


3-<4-hydroxy-3-methoxy-2-nitrobenzylidenyt)-5- 
(morpholin-1-yl)sulfbnyl-2-indoiinone 


10733 


G 


2 


3-<4-ben2yloxy-3-t-butyl-5-iodobenzylidenyl)-5-(2- 
chloroethyl)-2Hndoiinone 
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10733 


G 


3 


3-(3-t-butyl-4-methoxy-5-niifoben2y]iaenyt)-5-(2- 
chloroethyl)-2-indolinone 


10733 _ 


G 


4 


3-{3,5-di-t-butyl-4-methoxybenzyltdenyl)-5-(2- 
chlorQethyl)-2-indolinone 


10733 


G 


5 


3-(4-benzyloxy-3,5-di-t-butylbenzyliCenyl)-5^2- 
cnloroethyl}-2-indolinone 


10733 


G 


6 


3-(3,5-dimethyM-methoxyben2ylidenyl)-5-(2- 
ch!oroethyl)-2HndoIinone 


10733 


G 


7 


3-(4-benzyloxy-3.5-difneihylbenzylidenyi)-5-{2- 
chloroethyl)-2-indolinone 


10733 


G 


8 


3-{5-bromo-2-hydroxy-3-methoxyt>en2yliaenyl)-5- 
{2-chloroethyl)-2-indolinone 


10733 


G 


9 


3-(5-bromo-2-hydraxybenzylidenyl)-5-(2- 
chloroethyl)-2-indolmone 


10733 


G 


10 


3-{2-hydroxy-5-nitrodenzylidenyl)-5-(2-^hlorGethy*)- 
2-indolinone 


10733 


G 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzyljdenyl)-5-(2- 
chloroethyi}-2-indoiinone 


10734 


A 


2 


3-(3-€moxy-2-hydroxybenzylidenyi)-5.7-dibromo-2* 
indolinone 


10734 


A 


3 


3-(3,5-dichioro-2-^iydroxybenzylidenyi)-5.7- 
dibromo-2-indolinone 


10734 


A 


4 


3-{5-cnioro-2-hydrQxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


10734 


A 


5 


3-(4-diethylamino-2-hydroxybenzyfidenyl)-5,7- 
ui Drumo-z ■! nu u 1 1 nu nc 


10734 


A . 


6 


3-{4-nitroben2ylidenyl)-5J-dibromo-2-indolinone 


10734 


A . 


7 


3-(3,5-dibromo-2-hydroxybenzytidenyl)-5.7- 
dibromo-2-indolinone 


10734 


A 


8 


3-(3-fluoro-2-hydroxybenzylidenyl)-5,7-dibromo-2- 
indoiiaone 
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1Q734 


A 


9 


3-(3-bromo-4-hydroxyt)en2ylidenyJ)-5,7-difaromo-2- 
indoiinone 


10734 


A 


10 


3-(4-t-butylbenzylidenyl)-57-dibromo-2-fndolinane 


10734 


A 


11 


3-{(2-bromothien-5-yl)niethylidenyl]-5.7-dibromo-2- 
tndolinone 


10734 


B 


2 


3-(3-ethoxy-2-fiydroxyben2ylidenyl)-5-iodo-2- 
indoiinone 


10734 


B 


3 


3-(3,5-dichloro-2-hydroxybenzylidenyl)-5-iodo-2- 
tndolinone 


10734 


6 


4 

1 


3-(5-chloro-2-hydroxybenzyliaenyi)-5HOdo-2- 
indolinone 


10734 


B 


5 


3-{4-diethylamino-2-hydroxybenzylidenyl)-5-iodo-2- 
indolinane 


10734 


6 


6 


3-(4-nitrabenzylidenyl)-5-iodo-2-indotinone 


10734 


B 


7 


3-(3,5-dibromo-2-hydroxybenzytidenyi)-5-iodo-2- 
indolinone 


10734 


B 


8 


3-(3-fluoro-2-hydrDxybenzylidenyl)-5-iodo-2- 
rndolinone 


10734 


B 


9 


3-(3-bromo-4-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 


10734 


B 


10 


3-(4-Nbutylbenzylidenyl)-5-iodo-2-indolinone 


10734 


8 


11 


3-({2-bromotnien-5-yl)methylidenyl)-5-iodo-2- 
indotinone 


10734 


C 


2 


3-(3-^thoxy-2-hydroxybenzylidenyl)-5-bromo-4. 
methyl'2Hndolinone 


10734 


C 


3 


3-(3.5-dichloro-2-hydroxybenzylidenyl)-5-brcmo-4- 
methyl-2-indolinone 


10734 


c 


4 


3-(5-cMoro-2-hydfoxyben2ylidenyl)-5-bromo-4- 
methyl-2-indolinone 
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10734 


C 


5 


3-(4-diethylamino-2-hydroxybenzylidenyi)-5-bromo- 
4.melhyl-2-inclolinone 


10734 , 


c 


6 


3-(4-nilrobenzylidenyl)-5-bramo-4-methyl-2- 
indoiinone 


10734 


c 


7 


3-(3,5-dibromo-2-hydroxybenzylidenyl)-5-bromo^- 
methyl-2-indolinone 


10734 


c 


8 


5-(3-fluoro-2-hydroxybenzytidenyl)-5-brorno-4- 
methyl-2-indolinone 


10734 


c 


9 


3-(3-bromo-4-hydroxybenzylidenyl)-5-bromo-4- 
melhyW-indoIinone 


10734 


c 


10 


3-(4-i-butylbenzytjdenyl)-5-bromo-4-metnyI-2- 
indolinone 


10734 


c 


11 


3-[(2-bromothien-5-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 


10734 


D 


2 


3-( 3-elhoxy-2-hydrx)xy benzyl idenyl) -5- 
methy laminosuifony 1-2 -i nda linone 


10734 


0 


3 


3-{3.5-dichloro-2-hydroxybenzytidenyl)-5- 
methyIaminosulfonyl-2-indotinone 


10734 


0 


4 


• 3-(5-chloro-2-hydroxybenzylidenyl)-5- 
methylaminosulfonyl-2*indoiinone 


10734 


0 


5 


3-(4-diethylafntno-2-hydroxybenzylidenyl)-5- 
nnethylaminosulfonyl-2-indolinone 


10734 


D 


6 


3-(4-nitrobenzylidenyl)-5-methylaminosulfonyi-2- 
indolinone 


10734 


D 


7 


3-(3.5-dibromo-2-hydroxybenzylidenyi)-5- 
methytamtnosulfonyl-2-indolinone 


10734 


0 


8 


3-{3-fluoro-2-hydraxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10734 


D 


9 


3-{3-bromo-4-hydroxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10734 


0 


10 


3-(4-t-butylbenzyiidenyl)-5*methylaminosulfanyl-2- 
indolinone 
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10734 


D 


11 


3-((2-bromothien-5-yl)methyJidenyil-5- 
methylaminosuIfonyl-2-indolinone 


10734 . 


E 


2 


3-(3-etnoxy-2-hydroxybenzylidenyl)-5-{4- 
(trifIuoromethyl)phenylaminosuifonyl]-2HndoIinone 


10734 


E 


3 


3-{3,5-dichloro-2-hydroxyben2ylidenyl)-5-{4- 
(trifIuoromethyI)phenylaminosulfonyl)-2-indolinone 


10734 


E 


4 


3-(5-chloro-2-hydroxybenzylidenyl)-5-|4- 
(trifluorornethyl)phenylarninosulfonyl]-2-)ndoIinone 


10734 


E 


5 


3-(4-diethylamtno-2-hydroxybenzylidenyl)-5-[4- 
(trif1uorarnethvl)Dhenvlaniinosulfonvn-2-inHniinnno 


10734 


E 


6 


3-(4-nitrobenzyiidenyl).5-[4- 
(trifluoromethyl)phenvlafninosulfonvli-2-indDiinonp 

\ y */r^ * ' / ■ V* * • «f 1%^^ wit Wl 1 V 1 1 4L lilwvllllwllw 


10734 


E 


7 


3-(3,5-dibromo-2-hydroxyben2ylidenyi)-5-(4- 
(trifiuaromethyl}phenylarninQsulfonyl]-2-indoiinone 


10734 


E 


8 


3-(3-nuoro-2-hydroxybenzylidenyl)-5-[4- 
(tnfluoromethyl)phenylarninosuifonyl]-2-indolinone 


10734 


E 


9 


3-(3-bromo-4-hydroxyben2yiidenyl)-5-[4- 
(tnfluoromethyt)pheny)aminosuifonyl}-2-indoltnone 


10734 


£ 


10 


3-<4-t-butylbenzylidenyl)-5-(4- 
(trifIuoronriethyl)phenylaminosulfonylJ-2-indolinone 


10734 


E 


11 


3-[(2-bromothien-5-yi)metnylidenyi]-5-(4- 
(trifluoromethyl)phenylaminosulfonyl)-2-indotinone 


10734 


F 


2 


3-{3-€Uioxy-2-hydroxybenzylidenyl)-5-(nnorpholin-1- 
yl)sulfonyJ-2-indolinone 


10734 


F 


3 


3-(3,5-dichloro-2-hydroxybenzylidenyl)-5- 
{morphoiin-1-yl)sulfonyl-2-indolinone 


10734 


F 


4 


3-{5-chlorQ-2-hydroxybenzyiidenyl)-5-(morphoiin-1- 
yl)sulfony[-2-indolinone 


10734 


f 


5 


3-(4-diethy]amino-2-hydroxyDenzylidenyl)-5- 
(rnorpholin-1-yi)sulfonyl-2-indolinone 


10734 


F 


6 


3-(4-nitroben2ylidenyl)-5-{morphoiin-1-yl)sutfonyl-2- 
indolinone 
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t0734 


F 


7 


3-(3.5-<jibromo-2-hydroxyben2ylidenyl)-5- 
\i 1 )wt }ji luluT- 1 1 jdUiiony i-i&-inuonnon6 


10734 _ 


F 


8 


3-(3-fluoro-2-hydroxybenzy!jdenyl)-5-(morpnolin-l- 
yi;suiTunyi-^-inaoiinon& 


10734 


F 


9 


3-(3.bromo-4-hydroxybenzylidenyl)-5-(morpholin-1- 
yi^^uiiunyi-Z'-inuoiuione 


10734 


F 


10 


3-{4-t-butylben2ylidenyl)-5-(morpholjn-l-yi)sulfonyl- 
2-jndQlinon6 


10734 


F 


11 




10734 


G 


2 


3-{3-ethoxy'2-hydroxyDenzytidenyl)-5-(2- 
cnioroetnyi}-2-indounone 


10734 


G 


3 


3-(3.5-dichtoro-2-hydroxyben2ylidenyl)-5-(2- 
chlorQethyi)-2-indQlinone 


10734 


G 


4 


3-(5<hloro-2-hydroxybenzylidenyl)-5-(2- 
cniurQeinyij-^-inuourionG 


10734 


G 


5 


3-(4-dielhylamino-2-hydroxybenzylidenyl).5-(2- 
cniorQetnyi)-^*inaounone 


10734 


G 


6 


3-(4-nitrobenzylidenyl)-5-(2-chk}roethyl)-2- 
inuuiinurio 


10734 


G 


7 


3-(3,5-dibromo-2-hydroxyDen2ylidenyl)-5-(2- 
cntarQcuiyij*z*inGounone 


10734 


G 


8 


3-{3-fluoro-2-hydroxyben2ylidenyl)-5-(2- 
chloro6thyl)*2-indoltnone 


10734 


G 


9 


3-(3-bromo-4-hydroxyben2ylidenyl)-5-{2- 
chloraethyl}-2-indolinone 


10734 


G 


10 


3-(4-t-butylDenzyfidenyl)-5-(2-chloroemyl)-2- 
indolinone 


10734 


G 


11 


3-{(2-bromothien.5-yl)methylidenyl]-5-(2- 
chlorDelhyl)-2Hndolinone 
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Barcode/ 
Plate Row- 
Plate Column 


Flk Kinase 


Diocnem cGFR 


PDGF 
Kinase 


Met Kinase 




%lnhibltion 


yolnnioition 


volnhibition 


% Inhibition 


10717/A02 


0.1 


24.3 




46.1 


10717/A03 j 2.9 


1.0 




54.6 


10717/A04 t -4.5 


29.0 




37.4 


10717/A05 i -2.6 


ib.b 




35.6 


10717/A06 j -10.8 


7 A 




31.7 


10717/A07 ! -6.4 






29.2 


10717/A08 ! -5.2 






21.7 


10717/A09 1 -3.9 


37.7 




9.4 


10717/A10 1 -3.3 


8.1 




71.6 


10717/An 


-5.8 


59.9 




64.8 


10717/B02 


5.0 


Ol./ 




87.5 


10717/803 ! -a.a 






90.5 


10717/804 i -18.3 


1U.J 




70.0 


10717/B05 ; 1.0 


'^1 7 
O 1 . 1 




ft7 

Of .4 


10717/806 i 5.4 


m'\C\ A 

-JU.O 




89.5 . 


10717/807 1 -18.3 






90.0 


10717/808 i -0.9 


DU.O 




88.8 


10717/809 t -40.7 






88.8 


10717/B10 i -2.3 


lo.i 




56.1 


10717/811 ! 11.4 






91.0 


10717/C02 


4.1 






29.7 


10717/C03 


-7.7 


Id.U 




25.3 


10717/C04 


-0.8 






25.0 


10717/C05 


-2.3 


lO.l 




44.6 


10717/C06 


7.6 


-43./ 




44.1 


10717/C07 


1.6 


OO 7 

28.7 




16.5 


10717/C08 


7.0 


24.3 




27.3 


10717/C09 t - 77.1 


O 4 

0. 1 




47.7 


10717/C10 1 -8.0 


17.5 




22.8 


10717/C11 1 4.6 


67.3 




71,8 ; 


10717/D02 5.1 


lU.l 




28.0 j 


10717/D03 i 1.1 


-1.4 




11.1 


10717/D04 


-2.1 


4.y 




o 4 n 

21.0 


10717/D05 


-3.8 


-2,8 




23.0 


10717/D06 


1.0 






33.8 


10717/D07 


-8.4 


A C 

-4.0 




16.8 


10717/D08 


6.8 


7 O 

-7.0 




16.0 


10717/D09 


-55.0 


Q.O 




29.1 


1Q717/D10 


^.0 


3.5 






10717/D11 


11.6 


59.1 




55.3 


10717/E02 


17.9 


17.2 




24.0 


10717/E03 


19.0 


11.7 




52.2 


10717/E04 


6.1 


-28.3 




29.4 


10717/E05 


13.2 


22.4 




39.1 


10717/E06 


7.5 


-26.1 




24.8 


10717/E07 1 15.3 


-7.8 




41.0 


10717/E08 1 13.2 


28.2 




51.7 


10717/E09 i -1.1 


-5.8 




19.2 ! 


10717/E10 t 4.7 


-6.1 




35.9 1 


10717/E11 ; 3.9 


44.9 




75.1 1 
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10717/F02 


2.2 


6.2 




30.4 


10717/F03 


0.5 


-4.7 




42.8 


10717/F04 


-0.1 


-15.7 




11.4 


10717/F05 


3.2 


-20.1 




21.5 


10717/F06 


8.9 


-22.8 




49.0 


10717/F07 


2.0 


-14.3 




37.6 


10717yF08 


-0.7 


-23.4 




64.0 


10717/F09 


-13.3 


1.8 




41.4 : 


10717/F10 


^.4 


-26.4 




54.6 


10717/F11 


1.4 


91.2 




81.5 


10717;G02 


14.9 


32.3 




30.7 


10717/G03 


1.8 


18.8 




4.5 


10717/G04 


0.8 


6.0 




10.9 


10717/G05 


5.3 


-0.1 




4.7 


10717/G06 


4.3 


-3.4 




34.0 


10717/G07 


-17.0 


13.1 




7.5 


10717/G08 1 1.9 


36.4 




10.9 


10717/G09 


-29.7 


24.9 




19.1 


10717/G10 


4.8 


2.4 




30.9 


10717/G11 


16.4 


71.7 




73.8 


10718/A02 


3.0 


11.3 




54.6 


10718/A03 


7.6 


-6.1 




92.7 


10718/A04 


6.9 


27.3 




81.7 


107ie/A05 


3.2 


-6.9 




36.1 


10718/A06 


7.8 


19.4 




61.3 


10718/A07 


16.2 


-10.6 




58.6 


10718/A08 


3.2 


5.8 




36.8 


10718/A09 


-18.4 


-4.1 




67.7 


10718/A10 


23.4 


41.5 




77,9 


10718/A11 


2.7 


21.2 




58.9 


10718/B02 


7.0. 


24.9 




52.9 


10718/B03 


1.7 


-0.2 




77.9 


10718/B04 


11.8 


8.5 




63.9 


10718/B05 


11.5 


56.3 




76.0 


10718/B06 


16.5 


28.5 




78.4 


10718/B07 


17.7 


9.9 




53.7 


10718/B08 


5.4 


28.9 




63.4 


10718^09 


-14.7 


-0.8 




52.9 


107iami0 


20.1 


13.7 




83.6 


10718^11 


4.5 


30.3 




69.6 


107ia/C02 


26.2 


-21.9 




29.6 


107ia/C03 


.13.9 


41.3 




95.7 


10718/C04 


15.3 


14.8 




93.1 


10718/C05 


20.5 


10.9 




8.7 


10718/C06 


16.8 


5.6 




3.9 


10718/C07 


6.3 


-4.9 




29.6 


10718/C08 


19.6 


13.1 




22.7 


10718/C09 


5.3 


26.5 




38.2 


10718/C10 


-11.9 


-18.7 




4.4 


10718/C11 


11.4 


-0.2 




10.1 


10718/D02 


13.3 


14.4 




32.0 


107 18/003 


1.1 


61.9 




92.9 


10718/004 


6.4 


52.0 




92.9 


10718/D05 


11.5 


2.8 




10.6 
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10718/D06 


15.8 i 20.0 


! 11.1 


10718/D07 


7.8 1 5.6 


1 26.1 


10718/DOB 


3.9 


3,0 


1 2.3 


10718/D09 


-9.1 


6.0 


1 9.9 


10718/010 


15.0 


12.3 


1 55.3 


10718/D11 


13.3 


5.4 


i 11.3 


10718/E02 


19,7 


1.0 




46.3 


10718/E03 i 10.0 


50.4 




95.3 


10718/E04 f 15.1 


16.4 




87.7 


10718/E05 


16.1 


-3.1 


I 32.2 


10718/E06 { 15.4 


2.0 




33.4 


10718/E07 1 15.6 


13.9 




80.5 


10718/E08 1 9.2 


9.3 


1 69.6 


10718/E09 1 0.9 


17.0 




QA O 

oU.o 


10718/E10 i 15.2 


-7.5 




60. 0 


10718/E11 


12.1 


-15.2 




37.5 


10718/F02 


20.1 


17.8 




66.7 


10718/F03 


-0.2 1 22.5 




87.9 


10718/F04 


9.4 I 1.2 




78.1 


10718/F05 


19.5 


-4.9 




53.7 


10718/F06 


18.3 


-9.1 




42.5 


10718/F07 


16.5 


-6.3 




67.9 


10718/F08 


15.3 


-8.7 




28.4 


10718/F09 


-3.0 






52.7 


10718/F10 


17.9 


-12.0 




23.7 


10718/F11 


10.1 


-3.9 




31.3 


10718/G02 


-2.5 


49.2 




67.7 


10718/G03 


-4.7 


57.3 




77.9 


10718/G04 


1.8 


15.8 




78.1 


10718/G05 


3.7 


2.8 




60.3 


10718/G06 


9.8 


-18.7 




61.0 


10718/G07 


11.4 


-21.3 




52.0 


10718/GOa 


6.1 


-8.3 




17.5 


10718/G09 


.12.8 


-15.4 




27.0 


10718/G10 


7.1 


-7.5 




10.8 i 


10718/G11 ! 16.6 


^.9 




3.0 


107ig/A02 


21.4 


43.0 




40.9 


10719/A03 


3.9 


67.7 




84.1 


10719/A04 


19.2 


43.7 




22.9 


10719/A05 


10.0 


23.1 




39.6 


10719/A06 


14.0 


18.2 




-7.0 


10719/A07 


21.3 


15.5 




68.1 


10719/A08 


11.9 


47.3 




75.5 


10719/A09 


12.3 


2.2 




47.0 


10719/A10 


10.9 


8.2 




13.4 


10719/A11 


7.4 


10.5 




34.9 


10719/B02 


11.5 


29.0 




47.0 


10719/B03 


14.2 


59.5 




85.3 


10719/B04 


24.9 


29.9 




38.4 


10719/805 


17.7 


35.9 




33.6 


10719/806 


21.3 


-0.5 




22.5 


10719/807- 


12.5 


23.7 




52.2 


10719/808 


4.0 


42.3 




33.2 


10719/809 


11.3 


-17.7 




23.5 
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10719/B10 


1.1 


-1.2 




53.4 


10719/B11 


112 


-23.9 




36.5 


1Q719/C02 


4.1 


10.2 


1 41.3 


1Q719/C03 


15.3 


60.6 


! 69.1 


10719/C04 


59.9 


14.4 




14.7 


10719/C05 


25.6 


27.4 




35.5 


10719/C06 


47.7 


-14.3 




18.4 


10719/C07 


31.2 


14.4 




7,7 


10719/C08 


15.0 


-10.2 




57.5 


10719/C09 i 23.5 


-ai 




8.9 


10719/C10 1 11.B 


10.7 




7.9 


10719/C11 i 9.9 


-25.7 




-5.1 


10719/002 i 9.7 


9.8 




27.5 


10719/D03 1 4.8 


95.7 




93.2 


10719/004 


27.8 i 15.3 




28.9 


10719/005 


16.3 ! 18.5 




71.8 


10719/006 


25.6 ! -12.2 




11.2 


10719/007 


-123.5 13.7 




41.5 


10719/008 


8.2 ! -12.2 




45.2 


10719/009 


7.8 1 -3.1 




13.0 


10719/010 


8.3 


-11.8 




22.3 


10719^511 


-8.7 


-11.1 




12.8 


10719/E02 


26.1 


40.0 




35.7 


10719/E03 


17.1 


73-0 




87.2 


10719/E04 


31.2 


-7.4 




3.1 


10719/E05 


21.5 


21.2 




39.0 


10719/E06 


17.1 


-42.0 




-4,5 


10719/E07 


26.7 


-18.4 




55.5 


10719/E08 


21.B 


36.8 




80.0 


10719/E09 


13.5 


-33.1 




36.1 


10719/E10 


17.6 


-32.4 




40.2 


10719/E11 


26.3 


-51.8 




28.5 


10719/F02 


28,6 


14.8 




28,1 


10719/F03 


11.2 


-30.8 




89.5 


10719/F04 


26.6 


-6.0 




3.3 


10719/F05 


20.7 


35.0 




63-1 


10719/F06 


13.5 


-26.0 




-22.0 


10719/F07 


18.7 


20.1 




36.7 


10719/FOB 


15.1 


90.9 




75.7 


10719/F09 


-6.5 


-17.7 




19.2 


10719/F10 


10.4 


-17.7 




30-8 


10719/F11 


11.6 


-66.3 




8.7 


10719/G02 


27.3 


-12.2 




-2.4 


10719/G03 


-25.8 


89.5 




87.6 


10719/G04 


11.5 


-4.7 




-8.2 


10719/G05 


18.0 


4.0 




15.9 


10719/G06 


23.2 


-45.7 




-18.1 


10719/G07 


20.1 


-8.1 




24.0 


10719/G08 


3.2 


65.4 




39.4 


10719/G09 


18.1 


-32.8 




1.3 


10719/G10 


9.7 


-27.6 




35.5 


10719/G11 


6.9 


-44.1 




24.0 


10720/A02 


4.7 


11.3 




45.2 


10720/AG3 


17.7 1 -5.3 




58.2 



wo 98/07695 



PCT/US97/14736 



202 
Table 14 
(continued) 



10720/A04 i 12.3 


-1.8 




62.3 


10720/A05 1 8.0 


-4.4 




43.4 


10720/A06 1 5.6 


44.7 




63.6 


10720/A07 ! 6.6 


42.5 




57.2 


10720/A08 : -2.2 


-23.2 




77.9 


10720/A09 1 8.1 


8.6 




75.4 


10720/A10 1 -5.2 


-2.7 




68.4 


10720/A11 ! -0.6 


-23.2 




58.7 


10720/B02 1 6.5 


18.4 






10720/B03 ! 6,4 


32.3 




53 3 


1072Q/B04 


j 9.8 


50.5 




61 8 


10720/B05 


11.6 


58.4 




SI R 


10720/B06 


7.3 


21.2 




55.1 


10720/B07 


j 12.0 


52.0 




61.5 


10720/B08 


3.6 


-12.6 




27.7 


10720/809 


10.1 


37.6 




57 4 


10720/B10 


-5.5 


50.2 




45 2 


10720/B11 ! -20.3 


22.4 




47 1 


10720/C02 ! 18.0 


23.5 




VW.U 


10720/C03 t 15.1 


0.9 




50.3 


10720/C04 1 15.3 


-13.1 




29.0 


10720/C05 ! .36.1 


-15.3 




72.5 


10720/C06 


12.2 


-9.7 




36.7 


10720/C07 


20.7 


-25.4 




26.7 


10720/C08 


10.9 


-1.1 




65.6 


10720/C09 


12.1 


44.7 




47.5 


10720/C10 


-21.1 


2.0 




62.6 


10720/C11 


52.5 


-21.9 




30.0 


10720/D02 


12.1 


11.1 




17.8 


1O720/D03 


17.0 


0.9 




61.5 


10720/D04 1 15.6 


-7.7 




23.6 


10720/D05 ! 4.8 


-24.1 




9.8 


10720/D06 1 10.1' 


-35.0 1 


31.8 


10720/D07 i 11.8 


14.8 




36.2 


1O720/D08 i 3.3 


-13.3 




42.1 


10720/D09 1 5.8 


2.4 




62.8 


10720/D10 


-6.6 


-10.2 




51.0 


10720/D11 


9.8 


-5.5 




23.9 


10720/E02 


5.7 


25.2 




18.0 


1Q720/E03 


34.3 


54.4 




54.9 


1Q720/E04 


18.4 


-2.7 




46.7 


10720/E05 


-13.8 


40.7 




55.4 


10720/E06 


25.5 


30.1 




33.1 


10720/E07 


18.8 


55.1 




30.3 


10720/E08 


2.5 


37.4 




55.1 


10720/E09 


11.5 


56.4 




43.4 


1072a/E10 


-4.1 


49.1 




23.1 


10720/E11 


9.3 


-85.5 




-10.4 


10720/F02 


9.1 


-19.3 




17.8 


10720/F03 


10.6 


7.1 




44.1 


10720/F04 


10.6 


-11.7 




43.1 


10720/F05 


-3.6 


-14.2 




39.8 


10720/F06 


11.9 


-24.3 




21.9 


10720/F07 


4.6 1 35.2 




64.6 
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-39.6 




•5C A 

36.2 


10/ 20/r0i# 


0.9 


6.4 




49,2 


10720/rlO 


-2.0 


6.0 




42.8 


1 0 f 20/r 1 1 


C A 


-61.1 




1,6 


1CJ720/GU2 


C A 


-13.1 




20.1 I 


i0720/GQ3 


z.b 


10.0 




42,1 i 


10720/L304 


Z.4 


-34.1 




C A 

5.0 


4 A"70AI^AC 


O A 

-2.y 


27.0 




*S7 A 

37.0 


1 0 f 2U/<^Ub 


-0.4 


-10.4 1 


21.6 


10720/GU7 


0.1 


-8.0 i 


12.9 


10720/G08 


4 T A 

-17.9 


-9.5 




26.7 1 


10720/G09 


2.1 


-19.7 




49.5 1 


10720/GlO 


-36.6 


20.4 




55.9 i 


10720/G11 


-18.0 


-56,7 




36.2 


10721/A02 


10.6 


17.B 




41.1 


10721/A03 


11,4 


25.5 




56.2 


10721/A04 


6.5 


59.0 




85.0 


10721/A05 


12.5 


41,4 




52.9 


10721/A06 


6.4 


32.7 1 


81.3 . i 


10721/A07 


-4.7 


35.2 


1 29.7 i 


10721/A08 


4.8 


24.0 




29.9 


10721/A09 


10.9 


28.0 




23.0 


10721/A1O 


5.2 


31.1 




68.9 


10721/A11 


4.8 


24,6 




23.9 


10721/602 


19,5 


58.6 




82.6 


10721/B03 


19.9 


38.9 




70.8 


4 A*Tn 4 fB A 

10721/B04 


13.8 


79.3 




93.1 


4 A7n 4 /Q AC 

i0721/d0o 


AC A 

45.9 


76.8 




70.8 


10721/B06 


3.4 


71.5 




92.4 


10721/B07 


11,2 


47.6 




47.1 


10721/608 


18.5 


64.0 




64.5 


4 4 iO An 

10721/609 


■ 9.0 


38.9 




28.3 


4 ATr*l 4 to 4 A 

10721/610 


AA A 

20.9 


42.9 




30.4 


4 A70 4 /B 4 4 

10721/61 1 


A 4 

-2.1 


34.6 ' 


6,7 


4 A^O 4 //^ AO 

10721/C02 


A 7 

9.7 


68.3 




59.2 


4 ATO 4 /^AO 

10721/C03 


■ AC C 

1o,o 


64.6 




6.2 


4 A70 4 tr^n A 
1 0 f 2 1/UU4 


04 □ 

21.0 


77.7 




88.7 


10721/005 


CC A 

00.4 


68.1 




48.7 


10721/C06 


14,4 


80.2 




56.4 


10721/C07 


4A A 

10.9 


24.6 




25.7 


4 A70 4 1^ A O 

10721/C08 


55.8 


38.3 




24.8 


4 A^A 4 An 

10721/C09 


4 7 c 

17.0 


39.8 




-4.7 


1 Uf £ If w 1 w 




17.4 




44.6 


10721/C11 


13.9 


14.1 




3.7 


10721/D02 


15.1 


21.5 




22.5 


10721/DO3 


17.8 


11.6 




19.5 


10721/D04 


15.2 


5.0 




35.3 


10721/005 


-25.1 


47.0 




91.9 


10721/006 


1.6 


44.5 




9.0 


10721/D07 


6.4 


23.0 




-6.8 


10721/D08 


3.9 


31,7 




45.3 


10721/D09 


17.6 


15.3 




-4.9 


10721/D10 


23,7 


3.3 




13.4 


10721/D11 


20.6 


22.2 




23.2 
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10721/E02 


< 17.2 


-9.5 




38.8 


10721/E03 


! 10.9 


25.1 




12.3 


10721/E04 


-j I^JD 


48.5 




87.3 


10721/E05 


! 10.8 


61.3 




69.9 


10721/E06 


i 40.4 


91.5 


1 81.0 


10721/E07 


i 15.6 


37.7 


t 43.6 


10721/E08 


I 15.7 


29.8 




39.5 


10721/E09 


' 38.9 


42.5 




0.7 


10721/E10 


1 9.3 


19.9 




55.7 


10721/E11 


1 0.7 


32.1 




31.3 


10721/F02 


1 17.0 


11.0 




27.8 


10721/F03 


) 9.1 


7.0 




40.6 


10721/F04 


1 7.4 


0.0 




26.0 


10721/F05 


1 8.1 


20-5 




67.8 


10721/F06 


2.2 


21.7 




80.3 


10721/F07 


4.8 


3.5 




55.7 


10721/F08 


i -6.4 


37.3 




76.1 


10721/F09 


1 65.2 


7.0 




52.5 


10721/F10 


! 49.6 


7.5 




79.9 


10721/F11 


29.7 


95.9 




78.2 


10721/G02 


16.4 


23.6 




7.9 


10721/G03 


1 12.1 


23.4 




25.3 


10721/G04 


3.2 


64.6 




90.3 


10721/G05 


-15.1 


7.7 




8.6 


10721/G06 


18.9 


23.2 




39.5 


10721/G07 


3.3 


14.7 




10.0 


10721/G08 


5.4 


12.8 




-2-4 


10721/G09 


20.4 


14.9 




5.1 


10721/G10 


24.4 


2.1 




12.0 


10721/G11 


' -7.1 


0.4 




-0.0 


10722/A02 


0.8- 


23.7 


28.9 


44.9 


10722/A03 


6.7 


0.8 


29.5 


90.3 


10722/A04 


13.4 1 


21.0 


-0.9 


51.4 


10722/A05 


10.5 ! 


22.4 


33.5 


90.5 


10722yA06 


9.6 


28.4 


19.8 


71.6 


10722/A07 


9.4 


29.9 


23.8 


64.1 


10722/A08 


13.7 


23.9 


15.2 


70.5 


10722/A09 i 


7.3 


16.8 


21.5 


86.5 


10722/AlO 1 


6.6 


-4.2 


15.2 


79.0 


10722/A11 1 


6.7 


-0.1 


21.5 


68.6 


10722/B02 


10.1 


16.3 


28.9 


44.3 




IJ.D 


19.6 


3.7 


40.1 


10722/B04 1 


14.7 


10.6 


3.1 


53.4 


10722/B05 


18.5 


9.3 


21.5 


67.2 


10722/B06 


13.9 


-4.9 


21.5 


72.6 


10722/B07 


6.6 


6.2 


20.9 


48.2 


10722/808 


11.2 


0.5 


27.8 


72.0 


10722/809 


8.7 


7.8 


14.6 


59.7 


10722/810 1 


-0.9 


-11.3 


20.3 


56.4 


10722/811 1 


5.2 


-15.5 


25.5 


83.0 


10722/C02 i 


29.1 


32.1 


30.6 


34.5 


10722/C03 1 


16.7 


42.3 


22.6 


73,6 


10722/C04 


10.7 


26.7 


8.9 


70.7 


10722/C05 


23.5 


19.1 


26.6 


44.9 
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10722/C06 


24.5 


-11.0 


24.9 


45.1 


10722/C07 


15.8 


-15.5 


31.2 


61.2 


10722/C08 


17.8 


14.8 


31.2 


80.1 


10722/C09 


25.9 


-3.1 


32.4 


45.1 


10722/C10 


2.3 


22.8 


18.0 


33.9 


10722/C11 


13,8 


-14.2 


36.4 


52.6 


10722/D02 


30.7 


26.1 


31.8 


26.4 


10722/D03 


15.0 


31,0 


-9.4 


52.8 


10722/D04 


23.5 


20.3 


15.7 


63.4 


10722/D05 


21.4 


-3.8 


22.0 


35.8 


10722/D06 


21.9 


-2.5 


8.9 


32.4 


10722/D07 


14.1 


-2.8 


25.5 


42.6 


10722/D08 


29.1 


-2.6 


41.5 


60.5 


10722/D09 


14J 


-17.2 


30.6 


52.2 


10722/D10 


8.2 


-0.6 


41.5 


40.5 


10722/D11 


9.6 


•10-1 


15.2 


41.0 


10722/E02 


17.0 


22.2 


23.2 


71.1 


10722yE03 


10.7 


33.0 


-7.2 


88.4 


10722/E04 


38.6 


1.4 


30.6 


62.6 


10722/E05 


19.2 


-7.0 


19^ 


73.0 


10722/E06 


21-4 


7.6 


32.9 


71.6 


10722/E07 


24.3 


28.7 


40.9 


71.6 


10722/E08 


18.6 


10.4 


38.7 


82.8 


10722/E09 


16.2 


4.1 


26.6 


55.1 


10722/E10 


3.1 


-13.3 


31.8 


86.6 


10722/E11 


15.3 


4.2 


28.3 


84.0 


10722/F02 


5.3 


9.2 


12.9 


33.9 


10722/F03 


12.0 


13.7 


-14.0 


59.7 


10722/F04 


27.5 


16.8 


-2.0 


58.9 


10722/F05 


15.0 


-2.8 


6.0 


6.4 


10722/F06 


11.0 


6.5 


2.6 


6.0 


10722/F07 


15.5 


-3.7 


-6.6 


63.0 


10722/F08 


66.3 


-5.4 


25.5 


89.3 


10722/F09 


15.3 


-35.8 


26.6 


65.7 


10722/FlO 


3.3 


10.7 \ 


24.9 


67.8 


10722/F11 


4.5 


-6.5 


15.7 


73.2 


10722/G02 


15.1 


27.3 


14.6 


43.0 


10722/G03 


5.3 


4.1 


-3.7 


52.2 


10722/G04 


7.2 


-13.3 


11.7 


63.2 


10722/G05 


10.8 


-9.0 


-6.0 


9.7 


10722/G06 


7,4 


-5.2 


-6.0 


12.2 


10722/G07 


8.0 


-32.5 


-3.7 


41.2 


I0722/G06 


0.2 


-O.D 


12.9 


W. 1 


10722/G09 


6.1 


-5.9 


0.9 


51.0 


10722/G10 


-1.7 


3.3 


16.9 


27.0 


10722/G11 


0.6 


-39.4 


0.3 


35.3 


10723/A02 


-5.5 


97.8 


64.4 


100.8 


10723/A03 


1.2 


38.5 


11.7 


76.5 


10723/A04 


27.2 


30.8 


13.1 


97.9 


10723/A05 


.17.8 


26.4 


17.9 


75.7 


10723/A06 


8.6 


20.1 


43.6 


79.1 


10723/A07 


-6.1 


3.9 


22.1 


63.2 


10723/A08 


-12.9 


-2.1 


29.7 


77.3 


10723/A09 


1 .1.0 


^.5 


42.9 


85.9 
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-3.1 


-24.8 


34.6 


I 62.1 


10723/A11 


42.9 


-4.0 


41.5 


f 60.0 




"U.O 


91 n 


29.0 


100.3 




7 1 


-O.U 


14.5 


82.5 


1 Ur ZO/OUn 


1fl 7 

lO. r 




40.1 


90.6 


11// 


.1 S 4 




15.2 


85.1 




O 1 .0 




58.8 


90.6 


1 U / £.JlO\Jf 


D. 3 


9ft ft 


24.9 


86.7 


I Ur Z J/OUO 


1 fl 


-0 A 


56.1 


82.8 




7 7 


-12.0 


27.6 i 57.7 


lu/ ZOI D 1 U 


i). u 


1 a 


17.2 I 88.5 


in797/R1 1 
1 ur ^o/D 1 1 


u.o 




22.8 ; 62.6 


lUr ^O/K^SJiL. 




7*^ R 


39.4 100.6 








42.9 88.8 


1 U / ZO/wU^ 


ft ft 




36.7 i 91.9 








22.8 ! 73.1 




17 a 

1 r .u 


-4 5 


26.3 i 63.4 


1 Ur ^w/wu r 


30 9 


-4 0 


27.6 1 44.3 




-35.5 


45.0 


29.0 83.0 


1 0723/C09 


-22.3 


62.7 


62.3 : 84.6 


10723/C10 


9.5 


-7.2 


25.6 43.8 




9.5 


-1,1 


8.9 


47.0 


1 0723/D02 


2.0 


63.2 


22.1 


93.0 


1Q723/D03 


-14.7 


33.5 


8.2 


69.4 


10723/004 


15.2 


45.1 


31.8 


97.7 


10723/D05 


-6.1 


3.7 


8.2 


54.5 


10723/006 


17.6 


-7.4 


6.2 


60.0 


10723/D07 

IWI r 


15.8 


13.4 


16.6 


21.9 


10723/D08 


^.5 


4.9 


31.1 


53.5 


10723/D09 


50.4 


-3.8 


21.4 


62.6 


10723/D10 


6.5 


-9.3 


21.4 I 38.1 


10723/D1 1 


14.8 


-6.2 


24.9 i 42.0 


10723/F02 


8-1 


91.0 


46.4 1 97.9 


l0723/ra3 

1 VI r &w w 


8.7 


8.3 


47.1 i 76.8 


1Q723/E04 


30.7 


59.8 


36.0 1 94.5 




8 9 

O.J 


-15 6 


-4.9 1 63.7 


1 0723/POfi 


19.3 


11.5 


18,6 ! 74.4 


1Q723/Pn7 


17.4 


38.1 


14.5 i 47.7 




-0.4 


52.6 


26.3 i 89.3 


tUf ^w/CW7 


7 9 


29 1 


22.1 i 91,7 


lU/ i£J/ClU 




-7 Q 


44.3 ! 59.5 


lU/^«3/C 1 1 






32.5 i 50.1 


10723/F02 


10.3 


70.4 


1.3 


99.0 


10723/F03 


4.4 


9.3 


1.3 


78.3 


10723/F04 


12.3 


17,5 


21.4 


94.0 


10723/F05 


-6.4 


-3.8 


-7.7 


45.6 


10723/F06 


20.4 


5.4 


-30.6 


84.1 


10723/F07 


20.7 


-4.1 


6.8 


26.6 


10723/F08 


-0.5 


5.7 


20.7 


[ 75.5 


10723^1^09 


1.2 


14.1 


34 


78.6 


10723/F10 


9.1 


4.2 


-2.2 i 74.1 


10723/F11 


-1.2 


^1.3 


36.7 i 72.3 


10723/G02 


-1.6 


90.8 


13.8 99.2 


10723/G03 


4.3 


18.5 


6.2 i 747 
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i0723/G04 


8.7 


16.7 


21.4 


35.9 


10723/G05 


-9.4 


1.3 


2.0 


79.9 


10723/G06 


14.1 


-26.7 


-0.8 


64.5 


10723/G07 


14.2 


15.5 


-5.6 


43.0 


10723/G08 


-22.9 \ 0.1 


7.5 


79.9 


10723/G09 


-1.8 


-32.6 


-2.9 1 80.7 


10723/G10 


. 3.5 


-4.1 


-27.8 


40.7 1 


10723/G11 


-4.1 


-35.0 


-7.7 


39.4 ! 


10724/A02 


1.8 


36.7 


6.3 


61.7 


10724/A03 


-7.8 


17.2 


0.1 


30.7 


10724/A04 


-15.9 


15.4 


5.0 


62.6 


10724/A05 


-15.2 


20.3 


5.0 


68.4 


10724/A06 


-3.7 


1.4 


30.7 


46.8 


10724/AG7 


3.7 


18.3 


16.1 


58.7 


10724/A09 


-5.2 


1,6 


19.6 


37.5 


10724/A10 


1.6 


40.0 


28.6 


83.8 


10724/A11 


12.8 


-16.6 


29,3 


27.2 


10724/B02 


-6.2 


34.9 i -21.5 


48.8 


10724/B03 


-48.9 


14.9 


14.7 


51.0 


1Q724/B04 


-20.5 


50.2 


42.5 


81.2 


10724/B05 


'22 


21.2 


12.6 


45,6 


10724/B06 


13.4 


30.9 


43.2 


52.1 


10724/B07 


-1.8 


44.0 


27.2 


57.9 


10724/B09 


3.5 


8.7 


25.8 


43.6 


10724/B10 


8.5 


76.2 


9.8 


95.0 


10724/B11 


9.0 


-23.2 


23.0 


43.0 


10724/C02 


-0.3 


53.6 


-9.0 


40.7 


10724/C03 


-20.3 


16.5 


4.3 


68.7 


10724/C04 


-16.6 


13.2 


24.4 


84.3 


10724/C05 


-18.6 


-0.8 


20.3 


67.7 


10724/C06 


-15 


-2.4 


34.9 


15.4 


10724/C07 


-1.2 


9.4 


22.3 


14.2 


10724/C09 i 9.3 


1.0 


20.3 


5.3 


10724/C10 


-2.3 


13.8 


27.2 


91.2 


10724/C11 


10.3 


0.7 


23.0 


4.9 


10724/002 


12.4 


40,5 


-9.6 


37.5 


10724/D03 


0.1 


2.5 


-15.2 


18.2 


10724/004 


0.5 


5.4 


-1.3 


70.5 


10724/005 


-1.6 


-8.4 


35.6 


36,1 


10724/D06 


12.4 


-12.4 


40.4 


23.0 


10724/007 


-2.6 


25.6 


7.0 


38.1 


10724/009 


0.9 


-15.3 


18.9 


16.1 


10724/D10 


3.7 


12.7 


38.3 


59.6 


10724/011 


14.9 


12.9 


29.3 


20.3 


10724/E02 


17.7 


39.8 


-54.2 


55.4 


10724/E03 


10.6 


33.1 


14.7 


85.8 


10724/E04 


55.2 


8.9 


-32.6 


93.3 


10724/E05 


13.8 


0.5 


-7.6 


70.3 


10724/E06 


8.3 


1.6 


6.3 


25.8 


10724/E07 


-3.6 


9.4 


0.1 


46.8 


10724/E09 


14.3 


6.3 


21.0 


27.0 


10724/E10 


7.3 


41.4 


34.9 


84.0 


10724/E11 


5.1 


-26.8 


5.0 


39.3 


10724/F02 


9.7 


27.4 


0.8 


73.0 
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10724/F03 


1 -12.5 


' 9.8 


1 -45 8 


} 44 2 


10724/F04 


10.2 


i 2 9 


^521 


A1 C] 


10724/F05 


r -7.2 


i -16.4 




fi7 n 


10724/F06 


1 13.8 


1 -3.5 


1 -5 5 


^51 9 


10724/F07 


1 -6.0 


i 8.9 


1 -6 2 


47 1 


10724/F09 


1 17.1 


] -14.6 


I -17.3 


90 5 


10724/F10 


2.7 


1 -10.4 


! 1.5 


55.6 


10724/F11 


4.5 


3.8 


-6.9 


49.3 


10724/G02 


15.1 


42.5 


-7.6 


44.9 


10724/G03 


-8.4 


7.8 


-2.7 


36.7 


10724/G04 


-7.9 


! 12.9 


-12.4 


71.0 


10724/G05 


-0.1 


-20.8 


-10.3 


61 0 


10724/G06 


0.1 


3.2 


-6.9 


90 1 


10724/G07 


-1.9 


-11.7 


-41 6 


9 3 


10724/G09 


9.1 


-21.7 


1 u.w 


-9 ft 


10724/G10 


7.0 


1 -10.6 


-15.9 


69 ft 


10724/G11 


6.8 


1 -29.5 


-29.1 


11 9 


10725/A02 


-2.0 


I 3.9 


1 -14 2 


46 6 


10725/A03 


3.6 


1 -38.2 




6ft D 


1 10725/A04 


-8.6 






1 


10725/A05 


•13.9 


7 Q 


11 1 

1*3. 1 


47 C 


10725/A06 


-7.3 




An Q 


71 7 


10725/A07 


-12.3 


Ifl 0 


17 Q 




10725/A08 


-2.9 


10 Q 


Id 1 


4>% 1 


10725/A09 


-13.9 


4.9 




44 1 


10725/A10 


-3.2 


14.0 


33.7 


43 9 


10725/A11 


-21,9 


14.6 


1fi Q 


40 1 


10725/B02 






.7 A 


0D.9 


10725/B03 




- 1 w.O 


7 0 


fyj.a 


10725/B04 


1,1 


7R Q 


D 1 


on 4 


10725/805 


-61.0 




44 7 


6n 1 


10725/806 


r ■ ^5 




11 1 


Ki 1 


10725/807 


24.6 




inn ft 


74 n 


10725/808 


-24 1 


41 A 


90 4 


66 7 
OO. f 


10725/809 


0.4 


72 3 


41 fl 


6'? 7 


10725/810 


5.1 


53 3 




60 0 


10725/811 


-42.3 


4T n 




76 1 
r O.J 


10725/C02 


7 n 




-D.I 


P 1 


10725/C03 


2.0 


-12 7 


1Q 1 


77 O 


10725/C04 


-27.3 


31.8 


9'i 1 


7S 0 


10725/C05 


-37.0 


-21 9 


0 


11 7 


10725/C06 


-9,3 


-11 5 


4fifi 


•id 7 


10725/C07 


65.0 


-16.5 


107.0 


38.8 


10725/C08 


-8,7 


-11.9 


101.7 


28.0 


10725/C09 


11.2 


23.6 


34.7 


24.1 


107257010 


8.7 


5.3 


38.5 


^.6 


107257011 


104.5 


-22.1 


80.7 


48.4 


10725/D02 


-3.6 


-23.9 


-8.4 


14.0 


10725/D03 


-11.3 


-2.5 


5.4 


72.9 


10725/D04 


3.6 


4.3 


12.2 


55.1 


10725/D05 


2.3 


-19.7 


10.7 


24.5 


10725/D06 


-0.5 


-26.4 


21.7 


24.7 


10725/D07 


2.6 


-25.8 


18.4 


37.0 


10725/DOa 


1.8 


20.0 


38.5 


39.2 
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10725/D09 1 -0.9 


4.3 


35.6 i 28.0 


10725/D10 


9.0 


11.7 


43.8 


27.8 


10725/D11 


13.6 


-12.5 


23.2 


100.5 


10725/E02 


-5.6 


4.3 


-8.9 i 40.2 


10725/E03 


-0,8 


-10.3 


10.7 1 60.9 


10725/E04 


-38.8 


31.2 


3.1 59.0 


10725/E05 


-0.2 


-5.5 


27.5 ! 28.2 


10725/E06 


-1.8 


-17.7 


39.0 i 36.7 


10725/E07 


i 9.7 


12-5 


28.9 


45.3 


10725/E08 


12.1 


14.2 


48.6 


39.7 


10725/E09 


7.0 


31,4 


37.5 


22,4 


10725/E10 


9.3 


6,1 


28.4 


-4.7 


10725)E11 


18.9 


-36.0 


20.8 


9.6 


10725/F02 


5.8 


-3.7 


-15.1 i 27.8 


10725/F03 


4.3 


-36.2 


-27.1 1 63.2 


10725/F04 


-6.9 


-49.6 


-4.6 1 38.1 


10725/F05 


-0.8 


-18.9 


-5.6 


15.5 


10725/F06 


-1,0 


-37.8 


14.1 


41.8 


10725/F07 


6.9 


16.4 


15.0 


67.8 


10725/F08 


8.9 


15.4 


28.9 


72.2 


10725/F09 


6.6 


32.2 


28.4 


48.5 


ia725/F10 


4.8 


3.7 


17.9 


14.2 


10725/F11 


9.9 


20.6 


20.3 


25.7 


10725/002 


-3.7 


-20.5 


-11,8 


30.8 


1Q725/G03 


-6.9 


-2.5 


-6.5 


58.6 


10725/G04 


6.1 


-12.3 


-8.9 


47.1 


10725/G05 


-18.3 


68.7 


7.4 


15.6 


10725/G05 


21.7 


-19.9 


27.5 


35.8 


10725/G07 


4.8 


-25.8 


23.7 


39.7 


10725/G08 


-14.8 


-13.7 


8.3 


47.3 


10725/G09 


15.2 


6.5 


43.8 


4.7 


10725/G10 


11,1 


17.8 


44,7 


27.7 


10725/G11 


-28.0 


-32.4 


22.2 


25.7 


10726/A03 


-2.6 


-12.5 


4.3 


70.1 


10726/A04 


7.6 


40.8 


44.2 ; 85.7 


10726/A05 1 -7.1 


-28.4 


22.1 i 75.2 


10726/A06 


•4.6 


0.2 


22.1 


54.7 


10726/A07 


-72.3 


88.7 


-36.8 


101.4 


10726/A08 


■4.0 


-28.4 


10.7 


63.1 


10726/A09 


-4.6 


-6.3 


16.4 


70.8 


10726/A1Q 


3,7 


26.5 


8.1 


58.9 


10726/A11 


0.5 


6.2 


23.3 


70.8 


10726/B03 


11.1 


3.5 


16.4 


81.1 


10726/B04 


16.8 


71.1 


39.1 


78.9 


10726/B05 


13.2 


49.0 


27.1 


96.8 


10726/806 


11.3 


6.6 


34.1 


76.1 


10728/807 


-36.5 


72.4 


-59.5 


98.5 


10726/808 


12.2 


23.6 


24.6 


60.2 


10726/809 


7.5 


28.9 


22.7 


72.3 


10725/810 


3.7 


40.8 


6.2 


58.5 


10726/811 


7,4 


39.4 


23.3 


64.4 


10726/C03 


24.9 


29.8 


28.4 


38.9 


10726/C04 


12.3 


58.4 


36,6 


91.7 


10726/C05 


4.0 


16.7 


25.2 


58.0 
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10726/C06 


23.8 1 -0.9 


35.0 i 42.6 


10726/C07 


-17.0 


4U.O 


-67.7 ! 84.9 


10726/C08 


3.4 


T C 

f.D 


21.4 i 46.8 


10726/C09 1 12.9 




26.5 i 48.5 


10726/C10 ! 5.5 


o a 


16.4 36.7 


10726/C11 ; -32.2 


A O 

4.0 


51.1 i 34.7 


10726/D03 


21.6 


-5.4 


21.4 


52.1 


10726/D04 


7.8 


-20.1 


34.1 62.9 


10726/D05 


8.2 


O -1 
-O. 1 


39.1 i 51.2 


10726/D06 


16.3 


-24.4 


28.4 ! 42.8 


10726/D07 


-26.9 


I0.3 


-81.0 1 84.6 


10726/D08 


12.1 


-1 1.4 


22.1 i 39.5 


10726/D09 


14.4 


-D.O 


22.1 1 45.7 


10726/010 


14.7 


-D.O 


32.2 1 35.3 


10726/D11 


1 10.5 


-D.O 


30.9 1 9.6 


10726/E03 i -5.5 


-10.9 


20.2 ! 62.4 


10726/E04 1 8.1 


5o.0 


12.6 


85.5 


10726/E05 i 8.1 




4.3 


71.0 


10726/E06 ) 6.2 




41.7 


J -7.4 


10726/E07 






-12.1 


84.0 


10726yE08 


A 1 




34.1 


58.9 


10726/E09 


Q Q 


in n 


34.7 


50.3 


10726/E10 


1 U.9 




37.9 


41.5 


10726/E11 


16.2 


-14.1 


30.3 


34.5 


10726/F03 


8.3 


-17 A 


5.6 


54.1 


10726/F04 


31.5 


00.4 


18.3 


93.5 


10726/F05 


8.9 


Oft ft 


-17.8 


51.2 


10726/F06 


17.7 


-^4.1 


17.0 


16.2 


10726/F07 


9.6 


TC O 


-99.4 


96.1 


10726/F08 


15.3 




28.4 


67.3 


10726/F09 


9.6 




-2,6 


66.8 


10726/F10 


7.0. 


-1 r .4 


9.4 


51.4 


10726/F11 


13.5 


-lo.o 


25.2 1 57.6 


10726/G03 


11.3 


-1 7.2 


4.3 


26.8 


1Q726/G04 


9.7 


60.6 


14.5 


72.8 


10726/GG5 


14.9 


5.1 


6.2 


81.1 


10726/G06 


7.0 


-37.5 


-26.6 


19.9 


10726/G07 


-13.7 


54.4 


-107.6 


94.8 


10726/G08 


2.9 


-2.7 


14.5 


39.1 


10726/G09 


3.6 


3.3 


13.2 


42.4 


10726/G10 


10.5 


D.O 


-7.0 


26.8 


10726/G11 


9.1 


1.3 


-77 


11.8 


10727/A02 


-1.3 


3.2 


-10.3 


52.0 


10727/A03 


6.3 


-19.2 


-4.5 


40.7 


10727/A04 


-4.6 


28.2 


12.3 


80.9 


10727/A05 


4.2 


-3.0 


5,7 


29.0 


1Q727/A06 


-17.1 


-6.3 


13.7 


32.7 


10727/A07 


-10.7 


-3.7 


12.3 


61.1 


10727/A08 


-0.6 


9-7 


15.2 


9.7 


10727/A09 


-16.8 


12.7 


16.6 


44.2 


10727/A10 


-6.4 


89.0 


18.1 


95.2 


10727/A11 


7.4 


6.2 


10.8 


16.5 


1Q727/B02 


2.4 


-18.4 


-10.3 


90.5 


10727/B03 


-13.4 


-2.8 


-7.4 


84.5 
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10727/B04 ! 


46.0 


47.4 


21.0 


87.1 


10727/B05 


10.5 


39.0 


9.4 


83.3 


10727/B06 j 


-3,9 


40.7 


6.4 


91.0 


10727/B07 i 


8.4 


46.5 


0.6 


83.5 


10727/B08 ! 


4-0 


47.4 


14.4 


90.7 


10727/809 i 


6.7 


31.7 


18.1 


81.9 


10727/810 1 


3.9 


94.0 


29.7 


99.2 


10727/811 ! 


15.8 


6.9 


15.9 


69.8 


10727/C02 


-2.0 


-28.5 


-12.5 


73.8 


10727/C03 t 


-3.2 


14.6 


11.5 


11.9 


10727/C04 


0.2 


27.6 


23,2 


61.7 


10727/C05 


13.7 


11.8 


7.9 


8.9 


10727/C06 i 


5.2 


5.6 


12.3 


45.2 


10727/C07 1 


15.9 


8.4 


13.0 


36.7 ; 


10727/C08 1 


4.9 


3.6 


23.2 


47.8 ; 


10727/C09 i 


-13.5 


16.6 


21.7 


37.9 j 


10727/C10 i 


-35.3 


85.3 


45.7 


94.4 : 


10727/C11 1 


-25.6 


-15.6 


22.4 


14.5 


10727/D02 ! 


3.2 


22.6 { 


5.7 


51.6 


10727/D03 


3.1 


39.4 


-3.0 


24.0 i 


10727/D04 


25.9 


39.6 


6.4 


76.0 1 


10727/D05 


8.5 


3.4 


-0.1 


39.9 


10727/D06 


13.1 


8.6 


10.8 


24.4 


10727/007 


19.7 


10.5 


-14.7 


50.6 


10727/D08 


14.1 


-0.5 


5.0 


8.5 


10727/D09 


8.2 


15.1 


7;2 


17.9 


10727/010 


11.4 


86.2 


9.4 


79.9 


10727/011 


10.5 


-23.7 


17.4 


17.3 


10727/E02 


9.3 


22.4 


-6.7 


28.0 


10727/E03 


11.1 


35.5 


5.7 


28.8 


10727/E04 


46.1 


82.1 


-7,4 


98.4 


10727/E05 


17.1 


12.9 


-7,4 


12.1 ; 


10727/E06 


14.2 


-9.3 


9.4 


-2.2 


10727/E07 


20.1 


7.1 


10.1 


45.2 


10727/E08 


14.2 


25.6 


23.9 


27.0 i 


10727/E09 


9.3 


15.1 


15.9 


28.4 i 


10727/E10 


9.7 


85.1 


5.0 


96.6 


10727/E11 


37.3 


-33.4 


7.9 


-5.4 J 


10727/F02 


15.9 


-0.5 


11.5 


52.0 i 


10727/F03 


8.9 


36.8 


-3.7 


22.0 i 


10727/F04 


15.3 


17.9 


-10.3 


92.0 1 


10727/F05 


21.8 


-9.1 


-3.7 


6.0 j 


lU727/rOO 






u.Q 


37 7 


10727/F07 


21-4 


-8.9 


2.1 


17.9 


10727/F08 


12.5 


-5.4 


10.1 


36.9 


10727/F09 


-45.2 


-2.0 


21.7 


9.3 


10727/F10 


15.9 


74.1 


9,4 


93.4 


10727/F11 


17.3 


-2.6 


18.1 


-3.0 


10727/G02 


7.1 


37.5 


-20.5 


81.5 


10727/G03 


-3.5 


19.4 


-10.3 


40.5 


10727/G04 


27.2 


80.6 


-27.0 


94.0 


10727/G05 


8.0 


11.2 


-2.3 


7.1 


10727/G06 


2.9 


-12.1 


-12.5 


31.1 


10727/G07 


7.2 


5.4 


-24.1 


29.6 
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10727/G08 


15.7 


-19.6 


-7.4 


1 21.8 


10727/G09 


5.7 


-9.7 


10.8 


1ft ft 


10727/G10 


-5.6 


85.1 


10.8 




10727/G11 


6.9 


1 -3.5 


15.9 


1 -0.8 


10728/A02 


r -12 3 


I 9.2 


-7.9 


1 25.6 


10728/A03 


1 T3 


1 -25.8 


1 -7.9 


j 29.2 


10728/A04 


1 . -3,5 


28.0 


1 15.6 




10728/A05 


1 -10.8 


177 


i 4.5 


31,8 


10728/A06 


-10.4 


17.2 


-3.1 


19.7 


10728/A07 


-21.6 


59.6 


31.1 


28.5 1 


10728/A08 


-1.4 


24.1 


0.5 


40 9 1 


10728/A09 


-5.5 


19.3 


10.3 


so. 1 1 


10728/A10 


-16.3 


-3.4 


1.8 


77 9 J 


10728/A11 


-2.3 


-0.6 


-9.3 




10728/B02 


-11.1 


-10.5 


-0.4 


R1 9 


10728/B03 


-1.3 


-36.6 




74 4 1 


10728/B04 


-6.0 


-2.0 


9.3 


67 9 


10728/805 


f -12 3 


26.9 


9.4 


' 60 4 i 


10728/806 


] 4J 


38.1 


7 S 




10728/807 


31.4 


11.1 


^ ?0 Q 


fl9 9 


10728/808 


14.6 








10728/B09 


1.7 


31.7 




fl1 7 


10728/B10 


3.9 


16.8 


2.7 


70 3 


10728/811 


-1.0 


48.2 


— 


Rn 3 

Ou.O 


10728/C02 


-32.1 


-35.4 




I'l <^ 


10728/003 


10.5 


9.7 


24.9 


16 9 


10728/C04 


-0.0 


16.1 


27 2 


33 6 


10728/C05 


-21.7 


16 1 


23 2 


33 7 


10728/C06 


8.4 


4.2 


2 7 


99 Q 


10728/C07 


-7.2 


8 3 


ft Q 


4fi 3 


1072a/C08 


'2J2 


17 5 


Q 4 


9S 


10728/C09 


14.5 


-6.8 




31 R 


10728/010 


6 1 


4 A, 




9ft 7 1 


10728/C11 


-10 1 


^ 1 .o 


ft 




10728/D02 


-0.3 


9.9 


9.8 


91 4 J 


10728/D03 


10.2 


10.8 


32.0 


13 i 


10728/D04 


6.8 


-1.1 


26.7 


23.1 ; 


10728/D05 


4.9 


12.7 


7.2 


29.5 


10728/D06 


10.4 


5.8 


5.8 


23.2 


10728/D07 


8.1 


2.4 


2.3 


21.8 


10728/D08 


13.5 


6.9 


2.7 


34.7 


10728/D09 


10.5 


-2.9 


-3.9 


27.6 


10728/D10 


17.9 


18.6 


-3.9 


30.5 


10728/D11 


15.9 


22.1 


-10.2 


52.5 1 


10728/E02 


5.4 


7.4 


15.2 


5.4 


10728/E03 


13.2 


9.5 


12.0 


11.9 


10728/E04 


5.5 


10.1 


23.2 


25.6 


10728/E05 


17.4 


7.4 


5.8 


53.4 


10728/E06 


6.6 


-4.7 


12.0 


264 


10728/E07 


9.6 


21.8 


28.0 


79.8 


10728/E08 


15.2 


5.1 


29.4 


46.3 


10728/E09 


9.0 


0.1 


22.3 


40.0 


10728/E10 


24.7 


-20.8 


13.8 


57.2 


10728/E11 


16.3 


-5.9 


8.9 


53.1 
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*> Q 


A A 


7 O 


oc e 
^3.0 




D.O 




Q 1 

-y.j 


1 O 7 






0. 1 


t .1 


4/. a 




1 o.u 


R o 

-o.y 


-0.4 


30.3 


lU/^o/rUO 


14.4 




1.8 


26.2 


l\JfZotr{j7 


2.4 


-2.2 


-0.8 


62.6 




14.0 


-13. o 


8.9 


62.8 


1 ATOfl/ITAQ 




1 1 A 

-1 o.u 


1.4 


23.4 


1 wr ^O/P 1 U 


in o 


-0.*5 


4.y 




1 ^o/r 1 1 


1fi 7 


n A 
u.o 


to A 


70 R 
/ ^.3 








A O 
U.3 


7 1 


in79A/f^m 

1 Li r ^0(V3U«j 






-A A 
-0.4 


A ft 
O.D 




91 ft 




A C 
U.D 


OA Q 


lur zo/ouu 


y.4 


7 0 


A A 

-4.4 


00. 1 






-14.1 


-13.3 


25.3 








-17.3 


42.4 




^1.4 


R 7 


-11.9 


42-3 




D.O 


_fl A 
-O.U 




oo o 




1A A 




-U.O 


OT Q 

2/.y . 






lO.l 




74 il 

/ 1,4 






iA A 
1U.U 


7C 7 


OA i 


10729/A03 


4.7 


07 A 


1.9 


07 C 


10729/A04 


-4.0 


DO.O 


-ID.O 


its A 

43.4 


10729/A05 


-17.7 


23.4 


-6.8 


38.8 


10729yA06 


-10.9 


J0.5 


-0.6 


29.8 


10729/A07 


-10.0 


4a .U 


-30.7 


C4 4 

3 1.1 


10729/A08 


-13.3 


o/.o 


OO A 

-23.4 


AO ^ 

4o. 1 


10729/A09 


0.4 


7 


n.o 


OA Q 


10729/A10 


0.7 




-i2.o 


'iA O 


10729/A11 


4.9 


15.3 


4 4 T 

-n.7 


49.9 


10729/B02 


13.8 


34.9 


-10.2 


77.2 


10729/B03 


11.2 




-9.4 


C7 ^ 


10729/B04 0.1 


63.7 


-22.7 


43.8 


10729/805 ! -5,2 


50. Q 


-25.7 


51.0 


10729/806 


2.0 


56.9 


-19.2 


61.1 


10729/807 


-13.4 


q9.U 


-33.2 


58.2 


10729/808 


-14.7 




4 O C 


CC A 

OO.U 


10729/809 


.16.0 


01. o 


^ A 


AT O 
4f 


10729/810 


-0.7 


OO.O 




10 R 


10729/811 


7.8 


lA A 

ID.O 


^ o 
4./ 


7R A 
OO.U 


10729/C02 


6.0 




3.1 


4A O 


10729/C03 


11.0 


OR 7 


11 7 

lO. f 


10.3 


10729/C04 


-2.5 


35 9 


4.2 


20.7 


10729/C05 


5.8 


21.8 


-5.6 


15.5 


10729/C06 


3.8 


38.2 


3.1 


15.2 


10729/C07 


-22.4 


60.8 


-1.8 


58.4 


10729/C08 


-20.3 


25.4 


-13.6 


55.7 


10729/C09 


-26.4 


33.2 


-34.8 


60.4 


10729/C10 


2.5 


45.7 


3.5 


15.8 


10729/C11 


10.4 


35.9 


-17.4 


41.3 


10729/D02 


12.2 


•5.7 


15.5 


31.7 


10729/D03 


15.3 


15.5 


14.1 


22.6 


10729/D04 


-5.7 


18.8 


-12.8 


33.1 


10729/D05 


2.2 


22.1 


2.3 i 28.1 
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10729/D06 


1 0.2 


45.7 


2,7 


1 30.2 


10729/D07 


-15.3 


21.4 


-20.0 


' 25 5 


10729/D08 


I -26.2 


10.3 


-21.1 


* 77 6 


10729/D09 


{ -9.6 


22.1 


-12.1 


1 14 R 


10729/D1O 


1 4.1 


11.3 


-11.3 


1 36 1 


10729/D11 


1 -2.0 


19.2 


0.1 


1 18.8 


10729/E02 


1 26.6 


8.0 


28.4 


11.7 


10729/E03 


6.9 


20.1 


29.2 


27.5 


10729/E04 


9.7 


19.5 


26.5 


9.8 


10729/E05 


46.8 


12.6 


29.9 


13-4 


10729/E06 


12.1 


43.7 


24.7 


-0.7 


10729/E07 


4.1 


26.7 


29.6 


21.6 


10729/E08 


10.9 


40.1 


11.0 


73,7 


10729/E09 


6.9 


29.6 


-11.7 


85.0 


10729/E10 


5.7 


50.3 


11.8 


7.5 


10729/E11 


70.9 


25.7 


22.4 


50.8 


10729/F02 


18.9 


-14.0 


20.1 


19.5 


10729/F03 


30.0 


10.6 


33.7 


1 27.8 


10729/F04 


16.0 


13.3 


25.4 


1 44.9 


10729/F05 


15.4 


-4.8 


31.5 


1 33.8 


10729/F06 


1 36.4 


15.9 


29.6 


44.3 


10729/F07 


-5.8 


6.7 


6,1 


37.3 


10729/F08 


-3.4 


10.3 


0.8 


44.6 


10729/F09 


-2.6 


13.3 


8.8 


38.2 


10729/F10 


20.0 


58.5 


15.2 


39.0 


10729/F11 


-1.5 


25.4 


7.2 


16.2 


10729/G02 


18.8 


-4.8 


16.7 


31.3 


10729/G03 


10.4 


14.6 


13.7 


20.1 


10729/G04 


12-2 


52.9 


1.6 


18.2 


10729/G05 


8.7 


4.4 


9.9 


22,6 


10729/G06 


10.9 


15.2 


11.8 


26.0 


10729/G07 


-2.5 


-0.8 


14.4 


38.2 


10729/G08 


-1.0 


6.0 


0.8 


39.9 


10729/G09 


-3.3 


20.8 


1.9 


49.6 


10729/G10 


-9.1 


60.1 


-13.2 


26.7 


10729/G11 


-0.5 


23.4 


3.8 


15.4 


10730/A02 


-3.7 


27.5 


-23.1 


39.5 


1073Q/A03 


-3.2 


34,4 


-11.2 


62.3 


1073Q/A04 


-9.9 


37.2 


-5.1 


70.6 


10730/A05 


-10.8 


18.6 


2.8 


42.7 


10730/A06 


-7.0 


6.7 


6.3 


61.0 


10730/A07 


-18.9 


10.4 


-23.9 


55.4 


10730/A08 


-2.9 


10.4 


-6.0 


69.0 


10730/A09 


1.9 


1.1 


•4.7 


69.5 


10730/A10 


0.5 


56.1 


1.0 


68.7 


10730/A11 


6.8 


56.4 


-6.4 


91.0 


10730/B02 


5.0 


10.4 


5.4 


66.3 


1073Q/B03 


-0.5 


46.8 


17.3 


78.3 


10730/B04 


12.8 


36.5 


7.2 


73.2 


10730/805 


-0.5 


8.5 


-2.9 


71.1 


10730/806 


2.4 


25.0 


7.6 


71.3 


10730/807 


0.6 


57.1 


[ 


63.1 


10730/808 


4.4 


48.4 


0.2 


91.8 


10730/809 


9.4 


14.2 


15.1 1 


70.6 
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10730/B10 


15.2 


15.8 


19.0 


69.5 


10730/B11 


1.9 


70.2 


-13.9 


81.7 


10730/C02 


48.8 


2.7 


26.5 


31.2 


10730/C03 


25.5 


-12.1 


36.5 


43.2 


10730/C04 


46.1 


0.1 


15.5 


43.2 i 


10730/C05 


11.4 


-9.8 


8.5 


46.1 1 


10730/C06 


5.3 


8.5 


7.6 


34.7 i 


10730/C07 


7.3 


20.3 


1.0 


37.4 


10730/C08 


-2.3 


24.3 


8.5 


56.5 


10730/C09 


14.0 


28.2 


18.1 


42.9 


10730/C10 


15,4 


20.5 


44.4 


40.3 


10730/C11 


-8.0 


38.4 


16.4 


66.6 


10730/D02 


12.4 


18.6 


24.3 


34.7 


10730/D03 


8.4 


9.9 


19,0 


34.2 


10730/D04 


9.1 


10.4 


20.8 


33.6 


10730/D05 


11.9 


12.6 


-1.6 


38.1 


10730/D06 


5.8 


35.3 


-2.0 


55.9 


10730/D07 


8.8 


43.0 


5.0 


52.5 


10730/D08 


8.6 


44.9 


12.9 


-13.6 


1073Q/D09 


9.8 


45.1 


-1.6 


59.1 


1073Q/D10 


-15.3 


16.7 


-3.3 


18.5 


1073CVD11 


7.7 


2.0 


-0.7 


9.7 


10730/E02 


24.8 


17.7 


16.4 


18.8 


1O730/EO3 


34.5 


65.3 


14.6 


53.3 


10730/E04 


22.1 


13.5 


18.6 


35.2 


1073Q/E05 


8.7 


15.8 


28.7 


49.0 


1073CVE06 


11.1 


1.5 


26.0 


52.8 


1073a/E07 


12.0 


18.8 


30.0 


37.1 


10730/E08 


25.1 


6.2 


48.4 


40.3 


10730/E09 


21.8 


21,7 


20.3 


33.9 


10730/E10 


26.0 


9.3 


39.6 


63.6 


10730/E11 


29.1 


19.1 


31.7 


77.2 


1073Q/F02 


18.4 


2.9 


20.3 


-6.2 


10730/F03 


11.7 


10.4 


1.5 


-0.6 


10730/F04 


18.3 


^.8 


28.7 


36.0 


10730/F05 


19.6 


-16.3 


19.5 


23.5 


10730/F06 


21.9 


-0.6 


3.2 


56.5 


10730/F07 


67.5 


27.3 


-2.0 


60.7 


10730/F08 


2.1 


0.8 


-0.3 


46.4 


10730/F09 


14.4 


17.9 


13.3 


71.1 


10730/F10 


13.4 


6.2 


1.9 


42.1 


10730/F11 


-1.3 


-24.1 


4.5 


53.6 


10730/G02 


23.3 


20.8 


18.1 


41.1 


10730/G03 


15.2 


-6.9 


44.0 


43.2 


10730/G04 


7.4 


-6.7 


21.6 


47.7 


10730/G05 


22.3 


-18.2 


65.0 


35.8 


10730/G06 


8.2 


-2.7 


0.2 


17.7 


1073(VG07 


8.3 


6.4 


19.9 


26.2 


10730/G08 


23.3 


9.5 


20.3 


16.6 


10730/G09 


18.7 


-20.3 


23.0 


16.4 


10730/G10 


11.3 


3.1 


22.1 


42.1 


10730/G11 


-1.4 


26.2 


-0.3 


46.1 


10731/A02 


2.7 


14.8 


-3.9 


23.9 


10731/A03 


2.5 


10.8 


7.5 


54.8 
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10731/E07 


12.6 


38.4 


3.7 


45.9 


10731/E08 


10.5 


40.1 


6.9 


59.0 


10731/E09 


52.5 


17.2 


23.2 


27,0 


10731/E10 


33.1 


25.1 


21.7 


35.5 


1073iyE11 


17.9 


26.4 


27.9 


60.7 


10731/F02 


11.1 


17.7 


14.1 


47.5 


10731/F03 


7.9 


8.4 


11.8 


40.6 


10731/F04 


24.5 


5.0 


3.2 


17.0 


10731/F05 


17.6 


19.5 


20.3 


84.4 


10731/F06 


2.2 


7.2 


-23.4 


20.9 


10731/F07 
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37.7 


1.3 


34.7 
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10731/F08 


9.2 


7.1 


4.1 1 


23.5 


1Q731/F09 


2,3 


-0.7 


15.6 1 


20.5 
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28.4 1 


48.1 
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15.2 
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12.9 1 
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6.5 ! 
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0.3 ! 
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17.5 
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8.0 1 
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10.8 


2.3 


-0.6 1 
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31.6 
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40.8 ! 
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13.3 
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31.0 1 
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1.8 


40.1 


65.3 
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2.9 
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23.5 
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-15.3 


17.4 


58.1 
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79.5 
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15.8 
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14.0 


2.0 


18.4 


69.2 
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42.6 


10.7 


43.1 


26.8 


10733/E04 


2.1 


45.4 


-13.7 


17.5 


10733/E05 


10.6 


58.3 


-33.2 


2.9 


10733/E06 


13.5 


37.3 


22.4 


10.4 


10733/E07 


13.2 


19.9 


29.3 


-10.1 


10733/E08 


•5.1 


54.2 


75.2 


81.1 


10733/E09 


13.4 


72.4 


35.8 


62.6 


10733/E 10 


5.5 


31.3 


4A 1 

10.3 


CO o 

62.0 


10733/E 11 


5.5 


31.6 


15.9 


*T4 O 

71.0 


10733/r02 


-15.7 


11.3 


3.0 


/1.0 


10733/rU3 


17.5 


-3.0 


24.3 


z4.Z 


10733/rO4 


21.4 


76.3 


-28.7 


03.1 


10/3o/rU5 


26.2 


o4.0 




03.1 


1 0733/r 06 


19.3 


17.0 


-4.0 


on o 


10733/F07 


16.4 


19.2 


1.7 


4e A 
-16.4 


10733/FOa 


-13.2 


17.2 


-32.4 


66.6 


10733/F09 


-2.1 


30.1 


-0.3 


CO a 
3Z.O 


10733/F10 


8.5 


21.9 


-5.6 




10733/F11 


4.1 


0.6 


-17.8 


A A A 

44.4 


10733/G02 


8.3 


-6.2 


-7.6 


CA C 

64.5 


10733/G03 


24.7 


0.7 


12.7 


30.5 


10733/G04 


11.5 


10.6 


11,9 


20.3 


10733/G05 


19.2 


1.5 


-1.1 


4 O 

1.8 


10733/G06 


37.0 


5.2 


0.1 


0.8 


10733/G07 


19.5 


18.1 


-6.8 


8.5 


10733/GOo 


2.5 


44.2 


fiQ y 
bo.r 




10733/G09 


77.8 


38.7 


-17.0 


41.4 


10733/G10 


12.7 


18.2 


-58.0 


41.9 


10733/G11 


3.3 


-1.0 


-4.4 


32.6 


10734/A02 


4.1 


0.0 


-3.8 


51.1 


10734/A03 


10.1 


18.5 


22.3 


87.8 


10734/A04 


0.6 


11.4 


11.7 


68.0 


t0734/A05 


9.1 


22.6 


2.9 


69.9 


10734/A06 


-6.4 


-6.4 


-9.9 


46.9 


10734/A07 


-9.4 


15.2 


21.9 


89.3 


10734/A08 


0.1 


6.8 


9.1 


71.5 


10734/A09 


-7.9 


27.3 


-9.5 


88.4 
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10734/A10 


4 4 


27.8 


i 2fi 1 


□ D.H 


10734/A11 


6 3 

u. o 


12 5 




'^l Q 

31.9 


1 U r OH/ DU^ 


O.o 


-A Q 


9 Q 


1 01.9 


lU / O't/ DUO 


0-i 7 


hO. 1 


lo.l/ 


j 90. 1 


tXIt OHf OKI** 






14.4 


1 88.4 






17 ft 

1 / ,o 


DO. J 


1 67.8 


l\J f OHf DUD 


-U.J 






91.2 


1 w f «J*tl DU f 


9. 1 


U0.3 


Ifl fl 


9J.4 


10734/ROfl 




1Q 

1 9.0 


1 -9 il 


00.1 


10734/B09 


~o£.o 


?4 Q 


19 ft 


QA 1 
94.0 


10734/Hin 


7 

lo. / 


f5n 7 


7 7 


1 04 .0 


107^4/R1 1 

ll/f 0*i/D 1 1 


19 R 




-0.0 


i 83.6 






j; 7 


36.0 


1 78.6 




-O.O 


48.0 


24.5 


88.2. 




-o/.O 


Jo.) 


24.5 


90.7 








3.8 


1 52.7 


107'%4/PnR 

1 \J f w*ff / W WD 


1 7 
-1. f 


10.4 


-O.Z 


1 48.3 




0 7 


Hl.U 


32.0 


96.6 




-o*r.^ 


oO.l 


O.O 


93.2 


10734yCOQ 


lO.O 


"XR 9 

OD.Z 


lit 


OQ C 

OO.D 


1Q734/f!10 


in 1 


94 4 


17 


11.6 


1 u r OH/ 1 1 


O.O 


1o.U 


9.1 


23.9 


t U f 0*tf LJxJjL. 


-1 1.0 


i; 9 

O.Z 


6.4 


46.0 


IV t OH/ L^UO 


17 4 


1 a.D 


Oil i 


TO C 

/O.O 


1Q734/nn4 


1 


-in 7 

- lU, / 


1Q Q 

1 O.O 


ACt O 


10734/D0*5 








OO.U 


10734/D06 


n n 


1 

1 .o 


Q i 


oU.O 


10734/D07 


14 7 

IH. f 


f^l 1 
o 1 . 1 


9R i 
40.1 


09 n 
94. U 


10734/D08 


2.5 


- • o. / 


9 O 


40 ft 

HO.O 


10734/D09 


-11.6 


21 0 


42 2 


ftft n 

OO.U 


10734/DlO 


11 1 


-4 ^ 


Q Q 


9n ft 


10734/Dt1 




14 A 


17 n 

1 / .u 


0O.9 


10734/E02 


7 Q 


-in A 


tin i 

OU. 1 


Aft Q 


10734/E03 




oo.U 


97 9 


OO 9 
99.0 


10734/E04 


10 7 


.7 ft 
*/ .o 


9R 7 
40. r 


DO. 9 


10734/E05 

i W V w*TI W 


10 6 
tv,v 


7 Q 

f .9 


17 Q 

1 f .9 


C9 A 
Oo.D 


10734/E06 


28 4 


w. O 


1*1 <\ 
10. 0 


OU.O 


10734/E07 


27.9 


82.4 


ft 9 


ion ft 


10734/E08 


26.6 


24 2 


11 n 


09. I 


10734/E09 


8 0 


73 0 
/ o.u 


1 1 

1.1 


QA 9 
90.4 


10734/E10 


Ifl s 

lO.o 


"o.U 


9Q fl 


97 Q 
4/. 9 


10734/P11 




-ft n 
-o.u 


iA 1 

10. 1 


A7 i 

Of.i 


10734/F02 


6.2 


0.7 


10.4 


55.0 


10734/F03 


4.2 


24.8 


-24.1 


86.8 


10734/F04 


-2.6 


3.9 


25.0 


76.5 


10734/F05 


9.8 


'15.6 


-1.1 


73.8 


10734/F06 


11.0 


-17.1 


-21.4 


64.2 


10734/F07 


6.6 


33.7 


-5.1 


95.7 


10734/F08 


4.8 


-23.6 


-6.0 


66.3 


10734/F09 


-3.7 


3.1 


-17.4 


93.9 


10734/F10 


14.8 


-8.3 


25.8 


44.8 


10734/F11 


13.3 


.15.6 


16.1 


47.3 


-10734/G02 


1.5 


3.4 


14.8 


63.6 


10734/G03 


18.7 


82.8 


-3.8 


93.4 



wo 98/07695 



PCT/US97/14736 



219/2 

Table 14 
(continued) 



10734/G04 


-1.1 


62.9 


16.1 


72.1 


10734/G05 


7-4 


-0.3 


2.9 


57.7 


10734/G06 


16.5 


12.5 


-18.8 


43.1 


10734/G07 


21.9 


51.1 


-25.0 


96.6 


10734/G08 


11.6 


33.7 


0.2 


82.2 


10734/G09 


8.5 


21.4 


-7.7 


84.7 


10734/G10 


10.8 


3.8 


9.9 


19.3 


10734/G11 


8.7 


4,1 


-25.4 


20.2 
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Claims: 

1. A combinatorial library of indolinone compounds, 
comprising at least ten indolinones that can be formed by 
reacting oxindoles with aldehydes. 

5 

2. The combinatorial library of claim 1 wherein 
said oxindoles are type A oxindoles. 

3. The combinatorial library of claim 1 wherein 
10 said aldehydes are type B aldehydes. 

4 . A method of making an indolinone comprising the 
steps of 

(a) creating a combinatorial library of indolinones 
15 by reacting a series of oxindoles with a series of alde- 
hydes, 

(b) testing said indolinones in biological assays, 

(c) selecting one or more indolinones with favorable 
activity; and 

20 (d) synthesizing one or more of said indolinones 

selected in step (c) , 

5. A 3-( (indole"3-yl)methylene]-2-indolinone com- 
pound having a substituent at the 1' position of the 

25 indole, where the substituent at the 1' position is 
selected from the group consisting of, 

(a) alkyl that is optionally substituted with a 
monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 

30 substituted with one or more halogen, aldehyde, or 
trihalomethyl substituents; 

(b) five, six, eight, nine, or ten membered monocy- 
clic or bicyclic heterocyclic ring, where the ring is 
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optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(c) an aldehyde or ketone of formula -CO-Rjjf where 
Ri2 is selected from the group consisting of hydrogen, 

5 alkyl, and a five or six raembered heterocyclic ring; 

(d) a carboxylic acid of formula -(Ri3)n-C00H or 
ester of formula - (RiJm-COO-Ri^, where Ri3, Ri^, and R^j are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 

10 are independently 0 or 1; 

(e) a sulfone of formula -(S02)-Ri6, where R^^ is 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring, where the ring is option- 
ally substituted with an alkyl moiety; 

15 (f) -(R*^)„-|indole-l-yl) or -(R )5%-CH0H-(R ) p- 

(indole-l-yl) , where the indol moiety is optionally 
substituted with an aldehyde and R^, Rjg, and Ri^ are alkyl 
and m, n, and p are independently 0 or 1; and 

(g) taken together with a 2' substituent of the 

20 indole ring forms a tricyclic moiety, where each ring in 
the tricyclic moiety is a five or six membered heterocy- 
clic ring. 

6. The compound, salt, isomer, metabolite, ester, 
25 amide, or prodrug of claim 5, wherein said compound has 
the formula. 
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where (a) Rj is selected from the group consisting of, 

(i) alkyl that is optionally substituted with 
5 a monocyclic or bicyclic five, six, eight, nine, or ten 

membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, aldehyde, or 
trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
10 monocyclic or bicyclic heterocyclic ring, where the ring 

is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) an aldehyde or ketone of formula -CO-Rjj, 
where Rj^ is selected from the group consisting of hydro- 

15 gen, alkyl, or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(Rijl^-COOH 
or ester of formula - (Rh) m-COO-Ru, where R^, Ri4, and R^^ 
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and are independently selected from the group consisting 
of alkyl or a five or six meinbered heterocyclic ring and 
n and m are independently 0 or 1; 

(v) a sulfone of formula -{S02)"-Rie/ where R^^ 
5 is selected from the group consisting of alkyl or a five 

or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vi) -(Ri7)„-(indole-l-yl) or - (Rje) m--CHOH- (Rjs) p- 
{indole-l-yl) , where the indol moiety is optionally 

10 substituted with an aldehyde and R^^, Rie/ and R^^ are alkyl 
and n, m, and p are independently 0 or 1; 

(vii) taken together with a 2* substituent of 
the indole ring forms a tricyclic moiety, where each ring 
in the tricyclic moiety is a five or six membered hetero- 

15 cyclic ring; 

(b) Rj, R3, R4, R5, and R^ are selected from the group 
consisting of, 

(i) hydrogen or alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

20 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
aldehyde, or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

25 is optionally substituted with one or more halogen or 
trihalomethyl substituents ; 

(iii) an aldehyde or ketone of formula -CO-Rjo/ 
where R20 is selected from the group consisting of hydro- 
gen, alkyl, or a five or six membered heterocyclic ring; 

30 (iv) a carboxylic acid of formula -(RzJn-COOH 

or ester of formula - (R22) "COO-R23, where R21/ R22/ arid R23 
and are independently selected from the group consisting 
' of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
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(v) halogen or an alcohol of formula (R24)m-OH 
or an ether of formula - (Rj*) n'O-Rzs^ where R^^ and R25 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 

5 are independently 0 or 1; 

(vi) -NRzfiRz?/ where Rjg and R^^ are independently 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; or - 
NHCORjer where Rze is selected from the group consisting of 

10 hydroxyl, alkyl, and a five or six membered heterocyclic 
ring, where the ring is optionally substituted with alkyl, 
halogen, carboxylate, or ester; 

(vii) -SO2NR29R30, where R29 and R30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 

15 a five or six membered heterocyclic ring; 

(viii) any two of R3, R^, R5, or R^ taken 
together form a bicyclic or tricyclic hetercyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 

20 heterocyclic ring; 

(c) R7, Rg, R9, and Rio are independently selected 
from the group consisting of, 

(i) hydrogen or alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

25 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
aldehyde, or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

30 is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) an aldehyde or ketone of formula "CO-R31, 
where R31 is selected from the group consisting of hydro- 
gen, alkyl, or a five or six membered heterocyclic ring; 
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(iv) a carboxyiic acid of formula -(R32)n-COOH 
or ester of formula - (R33)m-COO-R34, where R32, R33, and R34 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 

5 n and m are independently 0 or 1; 

(v) halogen or an alcohol of formula (Rasjm-OH 
or an ether of formula - (R35) n-O-Rae, where R35 and Rg^ are 
independently chosen from the group consisting of alkyl or 
a five or six membered heterocyclic ring and m and n are 

10 independently 0 or 1; 

(vi) -NR37R38, where R37 and R3e are independently 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; or - 
NHCOR39, where Rj, is selected from the group consisting of 

15 hydroxyl, alkyl, and a five or six membered heterocyclic 
ring, where the ring is optionally substituted with alkyl, 
halogen, carboxyiate, or ester; 

(vii) -SO2NR40R41/ where R40 and R41 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 

20 a five or six membered heterocyclic ring; 

(viii) any two of R,, Re, Rgr or Rio taken 
together form a bicyclic or tricyclic hetercyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 

25 heterocyclic ring; and 

(d) Ru is hydrogen or alkyl; 
provided that at least one of R^, R2, R^f R4/ ^5* ^6/ Rs* 
R9, or Rjo is alkyl or provided that at least four of Rj, 
R2f hydrogen. 

30 

7. An optionally substituted 3- [ ( tetrahydroindole- 
2-yl) methylene] -2-indolinone or 3- [ (cyclopentano-b-pyrrol- 
2-yl ) methylene].-2-indolinone compound . 
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or a pharmaceutically acceptable salt, isomer, metabolite, 
10 ester, amide, or prodrug thereof 
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where (a) Rj is selected from the group consisting 

of, 

(i) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 

5 membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

10 is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) ketone of formula -C0-Ri2f where is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

15 (iv) a carboxylic acid of formula -(Ri3)n-C00H 

or ester of formula - (RiJ^-COO-Rij, where R^j, R^^, and Rjj 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
n and m are independently 0 or 1; 

20 (v) a sulfone of formula -(S02)-Rief where Rjg 

is selected from the group consisting of alkyl or a five 
or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vi) -(Ri7)n-(indole-l-yl) or - (Ri8)h.-CH0H" (R15) p- 
25 (indole-l-yl) , where the indolemoiety is optionally 

substituted with an aldehyde and R^, R^g, and R^^ are alkyl 
and n, m, and p are independently 0 or 1; 

(vii) taken together with a 2' substituent of 
the indole ring forms a tricyclic moiety, where each ring 

30 in the tricyclic moiety is a five or six membered hetero- 
cyclic ring; 

(b) R2, Ra, Rj', R4, R4', R5, R5', Rfi, and R^' are 
selected from the group consisting of, 
(i) hydrog n; 
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(ii) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 

5 substituents; 

(iii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iv) ketone of formula -CO-R20, where R^^ is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(R2i)n-COOH 
or ester of formula - (R22) -COO-R23, where R21, R22, and R23 

.5 and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R24)„-OH or an ether 
0 of formula - (Rz*) n"0"R25/ where Rj^ and R25 are independently 

selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(viii) -NR26R27r where Rjg and R27 are independ- 
5 entiy selected from the group consisting of hydrogen, 

oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR2B, where R2B is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 

0 membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(X) "SO2NR29R30/ where R29 and R30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 
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(xi) any two of R3, R3., R,, R,., R„ r^.^ r^, or 
Re' taken together form a bicyclic or tricyclic hetercyclic 
moiety fused to the six membered ring of the indole, where 
each ring in the multicyclic moiety is a five or six 
5 membered heterocyclic ring; 

(c) R-,, Rg, R<^, and Rit> are independently selected 
from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted with 
10 a monocyclic or bicyclic five, six, eight, nine, or ten 

membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

(iii) five, six, eight, nine, or ten membered 
15 monocyclic or bicyclic heterocyclic ring, where the ring 

is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iv) ketone of formula -CO-R31, where R^i is 
selected from the group consisting of hydrogen, alkyl, or 

20 a five or six membered heterocyclic ring; 

{V) a carboxylic acid of formula -(R32)„-COOH 
or ester of formula - (Rjj) ^-COO-Rj,, where R32, R33, and R34 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
25 n and m are independently 0 or 1; 
{vi) halogen; 

Ivii) an alcohol of formula (Rjsl^-OH or an ether 
of formula - (Rasj^-O-Rae, where R35 and R36 are independently 
chosen from the group consisting of alkyl or a five or six 
30 membered heterocyclic ring and m and n are independently 
0 or 1; 

(viii) -NR37R3e, where R37 and R38 are independ- 
ently selected from the group consisting of hydrogen. 



wo 98/07695 



PCT/US97/14736 



230 

oxygen, alkyl, and a five or six membered heterocyclic ring; 

(ix) -NHCOR39, where is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 

5 substituted with alkyl, halogen, carboxylate, or ester; 

(x) -S02NR4oR4i# where R40 and R41 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 

(xi) any two of R-,, Rg, R^, or R^q taken together 
10 form a bicyclic or tricyclic hetercyclic moiety fused to 

the six membered ring of the indole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
clic ring; and 

(d) Rii is hydrogen or alkyl 

15 



9. An indolinone compound having a substituent at 
the 5 position of the oxindole ring, where the substituent 
at the 5 position of the oxindole ring is selected from 
20 the group consisting of 

(a) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 

25 substituents; 

(b) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

30 |c) a ketone of formula -CO-Rio, where Rio is 

selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(RiJn-COOH 
or ester of formula - (R^j) -COO-Rn, where Rn» Ri2# and R^j 
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and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
(e) halogen; 

5 (f) an alcohol of formula {Ri4)m-0H or an ether 

of formula - (R14) n-O-Rj^,, where Ri« and Rjs are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

10 (g) -NRifiRnf where Rjg and R^ are independently 

selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(h) -NHCORje/ where Rie is selected from the 
group consisting of alkyl, and a five or six membered 

15 heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(i) -S02NRi9R2o/ where R19 and R20 are selected 
from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; 

20 (j) any two of R,, R5, Rg, or R^ taken together 

form a bicyclic or tricyclic hetercyclic moiety fused to 
the six membered ring of the oxindole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
clic ring. 

25 

10. The compound of claim 9 of the following for- 
mula, 
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10 



where (a) Rj is selected from the group consisting of, 

(i) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
merabered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) a ketone of formula -CO-Rio, where is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

a carboxylic acid of formula -(Ri,)n-COOH 
or ester of formula - (Rx^) -COO-R„, where R„, R,„ and R„ 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
20 (V) halogen; 

(vi) an alcohol of formula (Ri^jm-OH or an ether 
of formula - (R„)n-0-Ri5, where R„ and Rjs are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
25 entiy 0 or 1; 
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(via) -NRiftRi,/ where and Rx^ are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(viii) -NHCORie, where Rig is selected from the 
5 group consisting of alkyl, and a five or six membered 

heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) "SO2NRi9R20f where Rig and R20 are selected 
from the group consisting of hydrogen, alkyl, and a five 

10 or six membered heterocyclic ring; 

(x) any two of R4, R5, R^, or R, taken together 
form a bicyclic or tricyclic hetercyclic moiety fused to 
the six membered ring of the oxindole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 

15 clic ring; 

(b) Ri is selected from the group consisting of a 
five, six, eight, nine, and ten membered monocyclic or 
bicyclic heterocyclic ring, where the ring is optionally 
substituted with one or more substituents selected from 

20 the group consisting of 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 

25 or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

30 (iii) a ketone of formula -CO-R21, where R21 is 

selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(R22)n-COOH 
or ester of formula - {R23) -COO-R24f where R22f R23/ and R24 
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and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
(v) halogen; 

5 (vi) an alcohol of formula (R25)m-OH or an ether 

of formula - (Rj^) n-O-Rje, where R25 and Rjg are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(vii) -NR27R28f where R27 and Rje are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(viii) -NHCOR29, where R29 is selected from the 
group consisting of alkyl, and a five or six membered 

15 heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO2NR30R31, where R30 and R31 are selected 
from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; 

20 (c) R^, Rfi, and R7 are independently selected from the 

group consisting of, 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where the 

25 ring is optionally substituted with one or more halogen, 
or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 

30 trihalomethyl substituents; 

(iii) a ketone of formula -CO-R32/ where R32 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 
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(iv) a carboxylic acid of formula -(R33)n-COOH 
or ester of formula - (R34) -COO-R35, where R33, R^^, and R35 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 

5 m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (Rjgjm-OH or an ether 
of formula - (Rst) n-O-Rj^, where Rjs and R3-, are independently 
selected from the group consisting of alkyl and a five or 

10 six membered heterocyclic ring and ra and n are . independ- 
ently 0 or 1; 

Ivii) -NR3BR39/ where Rja and R39 are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 
15 (viii) -NHCOR^or where R^o is selected from the 

group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

{ix) -S02NR4iR42, where R^i and R42 are selected 
20 from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; and 
(d) R2 is hydrogen or alkyl. 



11, A compound having formula XXI, wherein: 

25 



wo 98/07695 



PCTaJS97/14736 



236 

XXI 

(a) A is a five or six membered ring comprised of 
atoms selected from the group consisting of oxygen, 

5 carbon, sulfer and nitrogen; 

(b) m is zero, 1, or 2; 

(c) Ri is hydrogen, Ci-Cfi alkyl or Cz-C^ alkanoyl; 

(d) one of R2 and R3 independently is hydrogen and the 
other is a substituent selected from: 

10 (1) a Cj-Cfi alkyl group substituted by 1, 2 or 3 

hydroxy groups; 

(2) SO3R4 in which R, is hydrogen or Ci-Cg alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

(3) SO2NHR5 in which R5 is as R^ defined above or 
15 a -{CH2)„-N(Ci-Ce alkyl) 2 group in which n is 2 or 3; 

(4) COORfi in which Rg is Ci-C^ alkyl unsubstituted 
or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl; 

(5) CONHR7 in which R7 is hydrogen, phenyl or C^- 
20 Cg alkyl substituted by 1, 2 or 3 hydroxy groups or by 

phenyl; 

(6) NHSOjRs in which Re is Ci-Ce alkyl or phenyl 
unsubstituted or substituted by halogen or by Cj-C, alkyl; 

(7) N(R9)2, NHR9 or OR9 wherein R^ is Cj-Ce alkyl 
25 substituted by 1, 2 or 3 hydroxy groups; 

(8) MHCORio/ OOCRio or CH2OOCR10 in which R^o is Ci- 
Cg alkyl substituted by 1, 2 or 3 hydroxy groups; 

{ 9) NHCONH2 ; NH-C (NH2 ) =NH; C (NH2 ) =NH; 

CH2NHC(NH2)=NH; CH2NH2; 0P0(0H)2; CH20PO(OH)2; PC (OH) 2; or a 



30 




wherein X is selected from the group consisting of CH2, 
SO2, CO, or NHC0(CH2)p in which p is 1,2, or 3 and Z is CHg, 
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O or N-Ru in which R n is hydrogen or is as Redefined 
above. 

12. A method of making an indolinone compound of any 
5 one of claims 5-11 comprising the steps of reaching an 

appropriate aldehyde and oxindol and separating the 
indolinone from the aldehyde and oxindol reactants . 

13. A pharmaceutical composition comprising (i) a 
10 pharmaceutically acceptable carrier or excipient and (ii) 

a compound according to any one of claims 5-11. 

14. A method for treating a disease related to 
unregulated tyrosine kinase signal transduction, the 

15 method comprising the step of administering to a subject 
in need thereof a therapeutically effective amount of a 
compound according to any one of claims 5-11. 

15. A method for regulating tyrosine kinase signal 
20 transduction comprising administering to a subject a 

therapeutically effective amount of a compound according 
to any one of claims 5-11, 

16. A method of preventing or treating an abnormal 
25 condition in an organism, where the abnormal condition is 

associated with an aberration in a signal transduction 
pathway characterized by an interaction between a protein 
kinase and a natural binding partner, where the method 
comprises the following steps: 
30 (a) administering a compound of any one of claims 5- 

11 to an organism; and 

(b) promoting or disrupting the abnormal interac- 
tion. 
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17. A method of preventing or treating an abnormal 
condition in an organism, where the abnormal condition is 
associated with an aberration in a signal transduction 
pathway characterized by an interaction between a protein 
5 kinase and a natural binding partner, where the method 
comprises the following steps: 

(a) administering a compound of any one of claims 5- 
11 to an organism; and 

(b) promoting or disrupting the abnormal interac- 

10 tion. 
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